10/569812MMP Inhibitors REG NO. search 



** PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



LI 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Butanedioic acid, (4-bromophenyl) 4- (1, 1 -dimethyl ethyl) 1- (phenyl methyl) 

ester {9CI) 
MF C21 H23 Br 04 



** PROPERTY DATA AVAILABLE IN THE » PROP ' FORMAT** 



LI 9 ANSWERS REGISTRY COPYRIGHT 2 007 ACS on STN 

IN Benzeneacetic acid, 4 - [ [ (1, l~dimethylethyl)dimethylsilyl]oxy] 

phenylmethyl ester (9CI) 
MF C21 H28 03 Si 



Ph- CH2- 0- 



O 

II 
C 






Me 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



LI 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzenepropanoic acid; p- (aminocarbonyl) -4-bromo- (9CI) 

MF CIO HIO Br N 03 
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** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



LI 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzeneacetic acid, a- {2-amino-2-oxoethyl) -4-bromo- (9CI) 

MF CIO HIO Br N 03 



CO2H 0 

I II 

CH— CH2-C-NH2 



Br 




** PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



LI 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzenepropanoic acid, p- (aminocarbonyl) -4-bromo- , phenylmethyl ester 
(9CI) 

MF C17 H16 Br N 03 



C-NH2 0 

I II 
. CH- CH2- e- O- CH2- Ph 



Br 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



LI 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzeneacetic acid, a- (2-amino-2-oxoethyl) -4-bromo- , phenylmethyl 

ester (9CI) 
MF C17 H16 Br N 03 
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** PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



LI 9 ANSWERS REGISTRY COPYRIGHT 2007 , ACS on STN 

IN Butanedioic acid, (4-bromophenyl) - , 4- (phenylmethyl) ester (9CI) 

MF C17 H15 Br 04 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
ALL ANSWERS HAVE BEEN SCANNED 
=> d his 

(FILE 'HOME' ENTERED AT 18:07:18 ON 25 MAR 2007) 

FILE 'REGISTRY' ENTERED AT 18:07:32 ON 25 MAR 2007 
LI 9 S 335200-36-7/RN OR 845785-97-9/RN OR 845785-98-O/RN OR 8457 

=> fil heap 



FILE 'HCAPLUS' ENTERED AT 18:08:19 ON 25 MAR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of C:aS, is 
strictly prohibited. 

FILE COVERS 1907 - 25 Mar 2007 VOL 146 ISS 14 
FILE LAST UPDATED: 23 Mar 2007 {20070323/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 
This file contains OAS Registry Numbers for easy and accurate 




Br 



COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
0.45 



TOTAL 
SESSION 
0.66 



FULL ESTIMATED COST 
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substance identification. 



= > s 11 
L2 



2 LI 



=> d 12 1-2 ibib abs 

L2 AJJ3WER 1 OF 2 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 



DOCUMENT TYPE: Patent 

LANGUAGE : Engl i sh 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



HCAPLUS COPYRIGHT 2007 ACS on STN 
2005:158625 HCAPLUS 
142:261292 

Preparation of (hetero)aryl -substituted succinate 
derivatives as matrix metal loproteinase inhibitors 
Holmes, Ian; Watson, Stephen Paul 
Glaxo Group Limited, UK W 
PCT Int. Appl,, 36 pp. \ 
CODEN : P I XXD2 ^ \\\fKJ(^^ 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 




WO 2005016868 ^ 
WO 2005016863^* 

-W1 TffiTAG, AL, 



CN, CO, CR, 
GE, GH, GM, 
LK, LR, LS, 
NO, NZ, OM, 
TJ, TM, TN, 
RW: BW, GH, GM, 
AZ, BY, KG, 
EE, ES, FI, 
SI, SK, TR, 
SN, TD, TG 
EP 1654218 

R: AT, BE, CH, 
IE, SI, LT, 
JP 2007502259 
US 2006235074 
PRIORITY APPLN, INFO. : 

OTHER SOURCE (S) : 
GI 



A2 
A3 
AM, 
CU, 
HR, 
LT, 
PG, 
TR, 
KE, 
KZ, 
FR, 
BF, 



200 
200 
AT, AU 
CZ, DE 
HU, ID 
LU, LV 
PH, PL 
TT, TZ 
LS, MW 
MD, RU 
GB, GR 
BJ, CF 



50224 
50519 
A2, 
DK, 
IL, 
MA, 
PT, 
UA, 
MZ, 
TJ, 
HU, 
CG, 



WO 2004-EP9087 



20040812 



BA, 
DM, 
IN, 
MD, 
RO, 
UG, 
NA, 
TM, 
IE, 
CI, 



BB, 
DZ, 
IS, 
MG, 
RU, 
US, 
SD, 
AT, 
IT, 
CM, 



BG, 
EC, 

JP, 
MK, 
SC, 
UZ, 
SL, 
BE, 
LU, 
GA, 



BR, 
EE, 
KE, 
MN, 
SD, 
VC, 

sz, 

BG, 

MC, 
GN, 



BW, 
EG, 
KG, 
MW, 
SE, 
VN, 
TZ, 
CH, 
NL, 
GQ, 



BY, 
ES, 
KP, 
MX, 

SG, 
YU, 
UG, 
CY, 
PL, 
GW, 



BZ, 
FI, 
KR, 
MZ, 
SK, 
ZA, 
ZM, 
CZ, 
PT, 
ML, 



CA, 

GB, 
KZ, 
NA, 
SL, 
ZM, 
ZW, 
DE, 
RO, 
MR, 



CH, 

GD, 

LC, 

NI, 

SY, 

ZW 

AM, 

DK, 

SE, 

NE, 



A2 20060510 EP 2004-764084 20040812 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
LV, FI, RO, CY, TR, BG, CZ, EE, HU, PL, SK, HR 
T 20070208 JP 2006-522996 

Al 20061019 US 2006-569812 

GB 2003-19069 
WO 2004-EP9087 



20040812 
20060210 
A 20030814 
W 20040812 



CASREACT 142:261292; MARPAT 142:261292 




AB Title compds. represented by the formula I, R1ZQCH(R2)-CH2X, [wherein Rl = 
(un) substituted alkyl (cycloalkyl) , alkylheterocycloalkyl , alkylaryl, etc.; 
Z = a bond, CH2, 0, S, etc.; Q = (un) substituted (hetero) aryl ; X = C0R3; 
R2 = C0NH2, C02H, sul f onylamino, etc.; R3 = OH, oxyalkyl or 
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(un) substituted amino; with a proviso; and physiol. functional derivs. 
thereof] were prepared as matrix metalloproteinase (MMP) inhibitors. 
Coupling reaction of 4-amino-3- (4-bromophenyl) -4-oxobutanoic acid with 
p-nitrilephenylboronic acid gave II in 100% yield. I showed inhibition of 
MMP- 12 with IC50 values of below 100 hM. Thus, I and their 
pharmaceutical compns. are useful as matrix metalloproteinase inhibitors 
for the treatment of inflammation or autoimmune disease (no data) . 



L2 ANSW^ 2 OF 2 
ACCESSION V[ MBER 
DOCUMENT NUMBER: 
TITLE: 



HCAPLUS COPYRIGHT 2007 ACS on STN 
2001:8060 HCAPLUS 
134:307022 

Antibody-catalyzed hydrolysis of oligomeric esters: a 
• model for the degradation of polymeric materials 
Brummer, Oliver; Hoffman, Timothy Z.; Chen, Da-Wei; 
Janda, Kim D. 

Department of Chemistry, The Scripps Research 
Institute and The Skaggs Institute for Chemical 
Biology, La Jolla, CA, 92037, USA 

Chemical Communications (Cambridge) (2001), (1), 19-20 
CODEN: CHCOFS; ISSN: 1359-7345 
Royal Society of Chemistry 

Journal 
English 

CASREACT 134:307022 
A catalytic antibody has been discovered that degrades oligomeric ester 
substrates. All the observations and data confirmed that the antibody 
performed oligomer degrdns . by 'mul timer* processing using 
nonregioselective, kinetically biased endo- cleavage, rather than a 
stepwise deoligomerization through cleavage of monomers from a terminus. 
These findings are of fundamental importance as now catalytic antibodies 
share another trait thought only to be associated with enzymes, the 
biodegrdn. of oligo and polymeric materials. 
REFERENCE COUNT: 14 THERE ARE 14 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S 
AB 



=> s 845786-06~3/rn or 84 5786-07 -4/rn or 845786 -08 -5/rn or 845786-09-6/m or 
845786-10-9/rn or 845786- 11-0/rn or 845786-12 -1/rn or 845786-13-2/rn or 
845786-14-3/rn 

. 1 845786-06.T.3. * ' * " 

0 845786-06-3D 

1 845786-06-'3/RN 

(845786-06-3 (NOTL) 845786-06-3D ) 
1 845786-07-4 

0 845786-07-4D 

1 845786-07-4/RN 

(845786-07-4 (NOTL) 845786-07-4D ) 
1 845786-08-5 

0 845786-08-5D 

1 845786-08-5/RN 

(845786-08-5 (NOTL) 845786-08-5D ) 
1 845786-09-6 

0 845786-09-6D 

1 845786-09-6/RN 

(845786-09-6 (NOTL) 845786-09-6D ) 
1 845786-10-9 

0 845786-10-9D 

1 845786-10-9/RN 
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L3 



(845786-10-9 
1 845786-11-0 

0 845786-11-OD 

1 845786-11-0/RN 

(845786-11-0 
1 845786-12-1 

0 845786-12-lD 

1 845786-12-1/RN 

(845786-12-1 
1 845786-13-2 

0 845786-13-2D 

1 845786-13-2/RN 

(845786-13-2 
1 845786-14-3 

0 845786-14-3D 

1 845786-14-3/RN 

(845786-14-3 



(NOTL) 845786-10-9D ) 



(NOTL) 845786-11-OD ) 



(NOTL) 845786-12-lD ) 



(NOTL) 845786-13-2D ) 



(NOTL) 



845786-14-3D ) 

1 845786-06-3/RN OR 845786-07-4/RN OR 845786-08 -5/RN OR 845786- 
09-6/RN OR 845786-10-9/RN OR 845786-11-0/RN OR 845786-12-l/RN 
OR 845786-13-2/RN OR 845786-14-3/RN 



=> file reg 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
10.86 



TOTAL 
SESSION 
11.52 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -1.56 -1.56 

FILE 'REGISTRY' ENTERED AT 18:09:41 ON 25 MAR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem, 

STRUCTURE FILE UPDATES: 23 MAR 2007 HIGHEST RN 928114-47-0 
DICTIONARY FILE UPDATES: 23 MAR 2007 HIGHEST RN 928114-47-0 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH December 2, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www . cas . org/ONLINE/UG/regprops . html 

=> 845786-06-3/rn or 84 5786- 07-4/rn or 84 5786-08 -5/m or 845786-09-6/rn or 
845786-10-9/rn or 845786-11-0/rn or 845786-12-1/rn or 845786-13-2/rn or 
845786-14-3/rn 
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845786-06-3 IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> s 845786-06-3/rn or 845786-07-4/rn or 845786-08-5/rn or 845786-09-6/rn or 
845786-10-9/rn or 845786-11-0/rn or 845786-12-1/rn or 845786-13-2/rri or 
845786-14-3/rn 

1 845786-06-3/RN 

1 845786-07-4/RN 

1 845786-08-5/RN 

1 845786-09-6/RN 

1 845786-10-9/RN 

1 845786-11-0/RN 

1 845786-12-1/RN 

1 845786-13-2/RN 

1 845786-14-3/RN 

Ii4 ' 9 845786-06-3/RN OR 845786-07-4/RN OR 845786-08-5/RN OR 845786- 

09-6/RN OR 845786-10-9/RN OR 845786-11-0/RN OR 845786-12 -l/RN 
OR 845786-13-2/RN OR 845786-14-3/RN 

=> d scan 

L4 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzeneacetic acid, a- (2-amino-2-oxoethyl) -4-hydroxy- (9CI) 

MF CIO Hll N 04 



r I? 

CH-CH2-C~NH2 



**PROPERTY DATA AVAILABLE IN THE *' PROP ' * FORMAT*.* 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :9 

L4 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Butanedioic acid, [4- [ [ ( 1 , 1-dimethylethyl) dimethyl si lyl] oxy] phenyl] -, 

1 - (phenylmethyl ) ester ( 9CI ) 
MF C23 H30 05 Si 
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CH-CH2'-"C02H 



Me 



t-Bu— Si-0' 
Me 



**PROPERTY DATA AVAILABLE IN THE » PROP » FORMAT** 



L4 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Butanedioic acid, [4- (3-methylbutoxy) phenyl] 4- (1 , 1-dimethylethyl) 

1 -methyl ester (9CI) 
MF C20 H30 05 



Me2CH- CH2— CH2- 0' 



** PROPERTY DATA AVAILABLE IN THE ' PROP » FORMAT** 



L4 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Butanedioic acid, [4- (3-methylbutoxy) phenyl] 4- (phenylmethyl) ester 

{9CI) 
MF C22 H26 05 



Me2CH~CH2— CH2-0 ^ 

** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

L4 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzeneacetic acid, 4- (3-methylbutoxy) - , 1 , 1-dimethylethyl ester (9CI) 





CO2H 0 
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MF C17 H26 03 



Me2CH- CH2-CH2~0' 




CH2-C-~0Bu-t 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L4 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzeneacetic acid, a- (2-amino-2-oxoethyl) -4-hydroxy- 

ester (9CI) 
MF C17 H17 N 04 



phenylmethyl 



Ph- CH2— O- C 0 

I II 

^-^^ CH- CH2- C- NH2 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L4 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Butanedioic acid, [4 - [ [ (1 , 1 -dimethylethyl ) dimethyl silyl] oxy] phenyl] 

4- (1, 1-dimethylethyl) 1 - (phenylmethyl ) ester (9CI) 
MF C27 H38 05 Si 



Ph- CH2- 0~ C 0 

I II 

-CH- CH2-C-0Bu-t 



Me 

I 

t-Bu-Si-0' 

I 

Me 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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L4 9 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzeneacetic acid, 4- (3-methylbutoxy) methyl ester (9CI) 

MF C14 H20 03 



Me2CH- CH2- CH2- O' 




CH2-C-0Me 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L4 9 ANSWERS REGISTRY COPYRIGHT 2 007 ACS on STN 

IN Butanedioic acid, [4- (3-methylbutoxy)phenyl] 1- (1, 1-dimethyl ethyl) 

4 - (phenylmethyl ) ester ( 9CI ) 
MF C26 H34 05 



0 

II 

t-BuO-C O 

I II 
, CH- CH2- C~ O- CH2- Ph 



Me2CH- CH2- CH2- O 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



ALL ANSWERS HAVE BEEN SCANNED 



=> fil heap 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
0.45 

SINCE FILE 
ENTRY 
0.00 



FILE 'HCAPLUS' ENTERED AT 18:10:04 ON 25 MAR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



TOTAL 
SESSION 
11 . 97 

TOTAL 
SESSION 
-1.56 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
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for records published or updated in Chemical Abstracts after December 
26,. 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 



FILE COVERS 1907 - 25 Mar 2007 
FILE LAST UPDATED: 23 Mar 2007 



VOL 146 ISS 14 
(20070323/ED) 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> d his 

(FILE 'HOME' ENTERED AT 18:07:18 ON 25 MAR 2007) 

FILE •REGISTRY' ENTERED AT 18:07:32 ON 25 MAR 2007 
LI ' 9 S 335200-36-7/RN OR 845785-97-9/RN OR 845785-98-0/RN OR 8457 

FILE 'HCAPLUS' ENTERED AT 18:08:19 ON 25 MAR 2007 
L2 . 2 S LI 

L3 IS 845786-06-3/RN OR ' 845786-07-4/RN OR 845786-08-5/RN OR 8457 

FILE 'REGISTRY' ENTERED AT 18:09:41 ON 25 MAR 2007 
L4 • 9 S 845786-06-3/RN OR' 845786-07-4/RN OR 845786-08-5/RN OR 8457 

FILE 'HCAPLUS' ENTERED AT 18:10:04 ON 25 MAR 2007 



= > s 14 
L5 



1 L4 



=> d ibib abs 



L5 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:158625 HCAPLUS 
142 :2^1292 . 

Preparation of {hetero)aryi -substituted succinate 

derivatives as matrix metal loproteinase inhibitors 

Holmes, Ian; Watson, Stephen Paul 

Glaxo Group Limited, UK 

PCT Int. Appl . , 36 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KITTD"'" "DATE 



WO 2005016868 
WO 2005016868 



APPLICATION NO. 



WO 2004-EP9087 



DATE 



20040812 



A2 20050224 
A3 20050519 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 
CN, CO, CR, CU, CZ, DE, DK, DM, DZ , EC, EE, EG, ES, FI , GB, GD, 
GE,.GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, 
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LR, 


LS, 


NO, 


NZ, 


OM, 


TJ, 


TM, 


TN, 


RW: BW, 


GH, 


GM, 


AZ, 


BY, 


KG, 


EE, 


ES, 


FI/ 


SI, 


SK, 


TR, 


SN, 


TD, 


TG 


1654218 






R: AT, 


BE, 


CH, 


IE, 


SI, 


LT, 


20075022 


59 





US 2006235074 
PRIORITY APPLN. INFO. 

OTHER SOURCE (S) : 
GI 



LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NI , 

PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, 

TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, 

KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, 

FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, 

BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 



A2 



20060510 



20040812 



EP 2004-764084 

DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

LV, FI, RO, CY, TR, BG, CZ , EE, HU, PL, SK, HR 
T 20070208 JP 2006-522996 20040812 
Al 20061019 US 2006-569812 20060210 

GB 2003-19069 A 20030814 

WO 2004-EP9087 W 20040812 

CASREACT 142:261292; MARPAT 142:261292 





AB Title compds. represented by the formula I, RIZQCH {R2) CH2X, [wherein Rl = 
(un) substituted alkyl (cycloalkyl) , alkylheterocycloalkyl , alkylaryl, etc.; 
Z = a bond, CH2 , O, S, etc.; Q = (un) substituted (hetero) aryl ; X = C0R3; 
R2 = C0NH2, C02H, sul fonyl amino, etc.; R3 = OH, oxyalkyl or 
(un) substituted amino; with a proviso; and physiol. functional derivs. 
thereof] were prepared as matrix metalloproteinase (MMP) inhibitors. 
Coupling reaction of 4-amino-3- (4-bromophenyl ) -4~oxobutanoic acid with 
p-nitrilephenylboronic acid gave II in 100% yield, I showed inhibition of 
MMP- 12 with IC50 values of below 100 jxM. Thus, I and their 
pharmaceutical compns. are useful as matrix metalloproteinase inhibitors 
for the treatment of inflammation or autoimmune disease (no data) . 



=> .fil stng 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
10.63 

SINCE FILE 
ENTRY 
-0.78 



TOTAL 
SESSION 
22.60 

TOTAL 
SESSION 
-2.34 



FILE 'STNGUIDE' ENTERED AT 18:11:39 ON 25 MAR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY, JAPAN SCIENCE 

AND TECHNOLOGY CORPORATION, AND FACHINFORMATIONSZENTRUM KARLSRUHE 

FILE CONTAINS CURRENT INFORMATION. 
LAST RELOADED: Mar 23, 2007 (200 
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[3-methoxy-4-(phenylmethoxy)phenyl]butanedioic acid 



■OH 



/ W 



[4-(phenylmethoxy)phenyl]butanedioic acid 



OH 



10/569812MMP Inhibitors Negative Provisos 



=> d his 



(FILE 'HOME* ENTERED AT 07:45:47 ON 26 MAR 2007) 



FILE » REGISTRY' ENTERED AT 07:46:04 ON 26 MAR 2007 
LI OS " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID'7RN 

FILE 'HCAPLUS' ENTERED AT 07:46:39 ON 26 MAR 2007 

S " [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID"/CN 

FILE 'REGISTRY' ENTERED AT 07:46:45 ON 26 MAR 2007 
L2 OS " (3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID"/CN 



FILE 'HCAPLUS' ENTERED AT 07:46:46 ON 26 MAR 2007 



L3 


0 


s 


L2 


L4 


0 


s 


" [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" 


L5 


0 


s 


"BUTANEDIOIC ACID, [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] - " 


L6 


1 


s 


"BIPHENYLPENTANOIC ACID" 


L7 


1 


s 


" (HETERO)ARYL- SUBSTITUTED SUCCINATE" 


L8 


0 


s 


" [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" 


L9 


0 


s 


"BUTANEDIOIC ACID, [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -" 


LIO 


0 


s 


"BUTANEDIOIC ACID [3 - (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] - " 


Lll 


4510 


s 


"BUTANEDIOIC ACID" 


L12 


0 


s 


" [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -" 


L13 


994 


s 


"CYCLOHEXYLPHENYL] " 


L14 


0 


s 


L12 AND L13 


L15 


0 


s 


"CYCLOHEXYLPHENYL" (N) "BUTANEDIOIC ACID" 


L16 


0 


s 


"CYCLOHEXYLPHENYLBUTANEDIOIC ACID" 



Page 1 



searched 3/26/07 



10/569812MMP Inhibitors Negative Provisos 



=> s " [3- (acetylamino) -4-cyclohexylphenyl] -butanedioic acid"/cn 

REGlStRY INITIATED 
Substance data SEARCH and crossover from CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved structures. 



L3 0 L2 

=> s " [3- (acetylamino) -4-cyclohexylphenyl] -butanedioic acid" 
6851582 "3" 

6700 "ACETYLAMINO" 

1 "ACETYLAMINOS" 

6701 "ACETYLAMINO" 

("ACETYLAMINO" OR "ACETYLAMINOS") 
5548817 "4" 

992 "CYCLOHEXYLPHENYL" 

2 "CYCLOHEXYLPHENYLS" 
994 "CYCLOHEXYLPHENYL" 

("CYCLOHEXYLPHENYL" OR "CYCLOHEXYLPHENYLS") 
4594 "BUTANEDIOIC" 
4341454 "ACID" 
1566176 "ACIDS" 

4837468 "ACID" . • 

("ACID" OR "ACIDS") 
L4 0 " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" 

( "3" (W) "ACETYLAMINO" (W) "4" (W) "CYCLOHEXYLPHENYL" (W) "BUTANEDIOIC 
" (W) "ACID") 

=> s "butanedioic acid, [3- (acetylamino) -4-cyclohexylphenyl] -" 
4594 "BUTANEDIOIC" 
4341454 "ACID" 
1566176 "ACIDS" 
4837468 "ACID" 

("ACID" OR "ACIDS") 
6851582 "3" 

6700 "ACETYLAMINO" 

1 "ACETYLAMINOS" 

6701 "ACETYLAMINO" 

("ACETYLAMINO" OR "ACETYLAMINOS") 
5548817 "4" 

992 "CYCLOHEXYLPHENYL" 

2 "CYCLOHEXYLPHENYLS" 
994 "CYCLOHEXYLPHENYL" 

("CYCLOHEXYLPHENYL" OR "CYCLOHEXYLPHENYLS") 
L5 0 "BUTANEDIOIC ACID, [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] 

("BUTANEDIOIC" (W) "ACID" (W) "3" (W) "ACETYLAMINO" (W) "4" (W) "CYCLOHE 
XYLPHENYL" ) 

=> s "biphenylpentanoic acid" 

1 "BIPHENYLPENTANOIC" 

4341454 "ACID" 
1566176 "ACIDS" 
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4837468 "ACID" 

("ACID" OR "ACIDS") 
L6 1 "BIPHENYLPENTANOIC ACID" 

("BIPHENYLPENTANOIC" (W) "ACID") 

=> d scan 

L6 1 ANSWERS HCAPLUS COPYRIGHT 2007 ACS on STN 

IC ICM C07D209-48 

ICS C07D239-54; C07D405~10; C07D403-10; A61K031-505; A61K031-4035 ; 
A61K031-506; A61P029-00 
CC 27-11 (Heterocyclic Compounds (One Hetero Atom)) 

Section cross-reference (s) : 1, 63 
TI Preparation of biphenylpentanoic acid derivatives as 

matrix metalloproteinase inhibitors 
ST isoindolylethyl pyrimidinylethyl biphenylpentanoic acid 

prepn matrix metal loproteinase inhibitor 
IT Ant i- inflammatory agents 

Autoimmune disease 

Drug delivery systems 

Human 

Immunomodulators 
Inflammation 

(preparation of biphenylpentanoic acid derivs. as matrix 
metal loproteinase inhibitors) 
IT 9004-06-2, MMP 12 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
{MMP-12; preparation of biphenylpentanoic acid derivs, 
as matrix metalloproteinase inhibitors) 
IT 848407-30-7P, 5- (Biphenyl -4 -yl ) -2- [2- (1 , 3-dioxo-l , 3 -dihydro-2H-isoindol-2- 
yl) ethyl] -3 -hydroxypentanoic acid 8484 07-34 -IP, 5- (Biphenyl -4 -yl) -3- 
hydroxy-2- [2- (3 7methyl-2 , 6-dioxo-3 , 6-dihydropyrimidin-l (2H) - 
yl) ethyl ]pentanoic acid 8484 07 -3 5 -2P, 5- (Biphenyl -4 -yl) -3 -hydroxy-2- [2- 
(3 -methyl -2 , 4-dioxo-3 , 4 -dihydropyrimidin-1 (2H) -yl) ethyl] pentanoic acid 
848407-36-3P, 5- (4 ' -Acetylbiphenyl -4 -yl ) -3-hydroxy-2- [2- (3-methyl-2 , 4- 
dioxo-3 , 4 -dihydropyrimidin-1 (2H) -yl ) ethyl] pentanoic acid 848407-38-5P, 
3 -Hydroxy-2 - [2 - ( 3 -methyl -2 , 4 -dioxo-3 , 4 -dihydropyrimidin-1 ( 2H) -yl ) ethyl ] -5- 
[4- (pyrimidin- 5 -yl) phenyl] pentanoic acid 848407-39-6P, 

3 - Hydroxy- 2- [2- (3 -methyl -2 , 4 -dioxo-3 , 4 -dihydropyrimidin- 1 (2H) -yl) ethyl] -5- 
[4 ' - (trifluoromethoxy)biphenyl-4-yl]pentanoic acid 848407-40-9P, 

5- [4-(Benzo[b] furan - 2 -yl) phenyl] -2- [2- (1 , 3-dioxo-l, 3-dihydro-2H-isoindol-2- 
yl) ethyl] -3 -hydroxypentanoic acid 848407-42-lP, 2- [2- (1, 3-Dioxo-l, 3- 
dihydro-2H-isoindol-2-yl) ethyl] -3-hydroxy-5- [4 ' - (trif luoromethoxy) biphenyl - 

4 - yl] pentanoic acid 848407-43-2P, 2- [2- (1, 3-Dioxo-l, 3-dihydro-2H- 
isoindol-2-yl) ethyl] -3 -hydroxy-5 - [4 ' - (methyl thio) biphenyl -4 -yl] pentanoic 
acid 848407-44-3P, 5- (4 ' -Cyanobiphenyl -4 -yl ) -2- [2- ( 1 , 3-dioxo-l , 3-dihydro- 
2H-isoindol-2-yl ) ethyl] -3 -hydroxypentanoic acid 848407-45-4P, 

5- (4' -Acetylbiphenyl-4-yl) -2- [2- (1 , 3-dioxo-l,3-dihydro-2H-isoindol-2- 
yl) ethyl] -3 -hydroxypentanoic acid 8484 07-46 -5P, 2- [2- (1 , 3-Dioxo-l, 3- 
dihydro-2H-isoindol-2-yl) ethyl] -3 -hydroxy-5- [4- (pyrimidin-5- 

yl) phenyl] pentanoic acid 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of biphenylpentanoic acid derivs. as matrix 
metalloproteinase inhibitors) 
IT 608-34-4, 3-Methyl-2,4 (1H,3H) -pyrimidinedione 1074-82-4, Potassium 
phthalimide 1694-31-1, tert-Butyl acetoacetate 3597-91-9, 
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Biphenyl-4-ylmethanol 16004-15-2, 4-Iodobenzyl bromide 86864-60-0, 
( 2 -Bromoethoxy ) tert -butyldimethyl s i lane 89238-99-3, 2,2,2- 
Trichloroethanimidic acid 4-Methoxybenzyl ester 98437-24-2, 
Ben20furan-2-ylboronic acid 149104-90-5 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

{preparation of biphenylpentanoic acid derivs. as matrix 
metalloproteinase inhibitors) , 
IT 2567-29-5P, 4 -Bromomethylbiphenyi * 811456-29-8P, 5- (Biphenyl-4-yl ) -3- 
oxopentanoic acid tert-butyl ester 811456-40-3P, 5- (4-Iodophenyl) -3- 
oxopentanoic acid tert-butyl ester 848407-32-9P, 1, 1-Dimethylethyl 
5- {biphenyl-4-yl) -3- [ [ [4- (methyloxy) phenyl] methyl] oxy] -2- [2- 
[ ( methyl sulfonyl) oxy] ethyl ]pentanoate 848407-37-4P, 3-Hydroxy-5- (4- 
iodophenyl) -2- [2 - (3-methyl -2 , 4 -dioxo-3 , 4 -dihydro- 1 (2H) - 
pyrimidinyl) ethyl Jpentanoic acid 8484 07 -41 -OP, 2- [2- (1 , 3-Dioxo-l , 3- 
dihydro-2H-isoindol-2-yl) ethyl] -3-hydroxy-5- (4-iodophenyl)pentanoic acid 
848407-47-6P, tert-Butyl 5- {biphenyl -4 -yl) -2 - [2 - [ ( tert- 

butyldimethylsilyl) oxy] ethyl] -3 -oxopentanoate 848407-48 -7P, tert-Butyl 

5- (biphenyl -4 -yl) -2- [2- [ ( tert-butyldimethylsilyl ) oxy] ethyl] -3- 

hydroxypentanoate 848407 -4 9 -8 P 84 84 07 -50 -IP, 1, 1-Dimethylethyl 

5- (biphenyl -4 -yl) -2- (2 -hydroxy ethyl) -3- [ [ [4- (methyloxy) phenyl] methyl] oxy] p 

entanoate 848407-51-2P 848407-52-3P 848407-53-4P 848407-54-5P, 

1, 1-Dimethylethyl 2- (2-hydroxyethyl) -5- (4 - iodophenyl ) -3- [ [ [4- • 

(methyloxy) phenyl] methyl] oxy] pentanoate 848407-55-6P, 1, 1-Dimethylethyl 

5- (4 -iodophenyl) -3- [ [ [4- (methyloxy) phenyl] methyl] oxy] -2- [2- 

[ (methyl sulfonyl) oxy] ethyl] pentanoate 848407-56-7P, 1 , 1-Dimethylethyl. 

2- [2- (l,3-dioxo-l,3-dihydro-2H-isoindol-2-yl)ethyl] -5- (4 -iodophenyl) -3- 

[ [ [4- (methyloxy) phenyl] methyl] oxy] pentanoate 8484 07-57-8P, 

1, 1-Dimethylethyl 5- (4 - iodophenyl ) -2- [2- (3-methyl -2 , 4-dioxo-3 , 4 -dihydro- 

1(2H) -pyrimidinyl) ethyl] -3- [ [ [4 - (methyloxy) phenyl] methyl] oxy] pentanoate 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of biphenylpentanoic acid derivs. as matrix 

metalloproteinase inhibitors) 

ALL ANSWERS HAVE BEEN SCANNED 



=> d ibib abs 



L6 ANSWER 1 OF f -^HCfilPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 

WO 2005026120 



2005:260025 HCAPLUS 

142 :336245 

Preparation of biphenylpentanoic 

acid derivatives as matrix metalloproteinase 

inhibitors 

Gaines, Simon; Holmes, Ian Peter; Martin, Stephen 
Lewis; Watson, Stephen Paul 
Glaxo Group Limited, UK 
PCT Int. Appl. , 41 pp. 
CODEN: PIXXD2 

Patent • r 

English 

1 



KIND DATE 
Al 20050324 



APPLICATION NO. 
WO 2004-EP10319 



DATE 

20040910 
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W: AE, AG, AL, 
CN, CO, CR, 
GE, GH, GM, 
LK, LR, LS, 
NO, NZ, OM, 
TJ, TM, TN, 
RW: BW, GH, GM, 
AZ, BY, KG, 
EE, ES, FI, 
SI, SK, TR, 
SN, TD, TG 
AU 2004272280 
CA 2538315 
EP 1663970 

R: AT, BE, CH, 
IE, SI, LT, 
CN 1849306 
aR 2004013791 
JP 2007505081 
NO 2006000540 
US 2006293353 
PRIORITY APPLN. INFO. : 

OTHER SOURCE (S) : 
GI 



AM, 
CU, 
HR, 
LT, 
PG, 
TR, 
KE, 
KZ, 
FR, 
BF, 



AT, 
CZ, 
HU, 
LU, 
PH, 
TT, 
LS, 
MD, 
GB, 
BJ, 



AU, 
DE, 
ID, 

LV, 
PL, 
TZ, 
MW, 
RU, 
GR, 
CF, 



AZ, 
DK, 

IL, 

MA, 
PT, 
UA, 
MZ, 
TJ, 
HU, 
CG, 



BA, 
DM, 
IN, 
MD, 
RO, 
UG, 
NA, 
TM, 
IE, 
CI, 



BB, BG, 

DZ, EC, 

IS, JP, 

MG, MK, 

RU, SC, 

US, UZ, 

SD, SL, 

AT, BE, 

IT, LU, 

CM, GA, 



BR, 
EE, 
KE, 

MN, 
SD, 
VC, 

sz, 

BG, 
MC, 
GN, 



BW, BY, 
EG, ES, 
KG, KP, 
MW, MX, 
SE, SG, 
VN, YU, 
TZ, UG, 
CH, CY, 
NL, PL, 
GQ, GW, 



BZ, 
FI, 
KR, 
MZ, 
SK, 
ZA, 
ZM, 
CZ, 
PT, 
ML, 



CA, 
GB, 
KZ, 
NA, 
SL, 
ZM, 
ZW, 
DE, 
RO, 
MR, 



CH, 

GD, 

LC, 

NI, 

SY, 

ZW 

AM, 

DK, 

SE, 

NE, 



20050324 AU 2004-272280 
20050324 CA 2004-2538315 
20060607 EP 2004-765231 
DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, 
LV, FI, RO, CY, TR, BG, CZ , EE, HU, PL, 
A 20061018 CN 2004-80026229 

A 20061107 BR 2004-13791 

20070308 JP 2006-525794 
20060404 NO 2006-540 
20061228 US 2006-571443 
GB 2003-21538 
WO 2004-EP10319 
CASREACT 142:336245; MARPAT 142:336245 



Al 
Al 

Al 



T 
A 
Al 



20040910 
20040910 
20040910 

SE, MC, PT, 

SK, HR 
20040910 
20040910 
20040910 
20060202 
20060313 
20030913 
20040910 




AB Title compds. represented by the formula I [wherein A = a bond or 

(CH:CH)alkyl; B = a bond, O, S, S02, CO, etc.; D = a bond or alkyl; E = 
(un) substituted (hetero) aryl ; Q = (un) substituted (hetero) aryl ; X = O, S, 
SO, S02, CO, etc.; Y = SO, S02 , CS, etc.; R, Rl = independently H or 
alkyl (aryl) ; R2 = carboxy, amido, thiol, etc.; R3 = H or alkyl (aryl); R4 = 
(un) substituted (hetero) aryl ; Z = a bond, CH2, amino, etc., or R4Z = 
(un) substituted fused tricyclic group; and physiol. functional derivs. 
thereof] were prepared as matrix metalloproteinase (MMP) inhibitors. For 
example, II was given in a multi-step synthesis starting from 
biphenyl-4-ylmethanol . I showed inhibition of MMP-12 with IC50 values of 
below 100 JAM, Thus, I and their pharmaceutical compns. are useful as 
MMP inhibitors for the treatment of autoimmune disorder or inflammatory 
condition (no data) . 

REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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=> s " (hetero) aryl -substituted succinate." 
30439 "HETERO" 

4 "HETEROS" 
30441 "HETERO" 

("HETERO" OR "HETEROS") 
216098 "ARYL" 

562 -"ARYL-S"- - — • • 

216403- "ARYL" ' " .... , 

("ARYL" OR "ARYLS") 
495465 "SUBSTITUTED" 
51093 "SUCCINATE" 

1228 "SUCCINATES"' 
51616 "SUCCINATE" 

("SUCCINATE" OR "SUCCINATES") 
L7 1 " (HETERO)ARYL-SUBSTITUTED SUCCINATE" 

("HETERO" (W) "ARYL" (W) "SUBSTITUTED" (W) "SUCCINATE") 



=> d ibib abs 



L7 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 

SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:158625 HCAPLUS 

142 : 261292 

Preparation of (hetero) aryl - 

substituted succinate derivatives as 

matrix metal loproteinase inhibitors 

Holmes, Ian; Watson, Stephen Paul - 

Glaxo Group Limited, UK 

PCT Int. Appl . , 36 pp. 

CODEN: PIXXD2' 

Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE 




APPLICATION 


NO. 




DATE 


WO 


2005016868 




A2 




20050224 


WO 2004-EP9087 




20040812 


WO 


20050168 


68 




A3 




20050519 
















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, BB, 


BG, BR, 


BW, 


BY, 


BZ, 


CA, CH, 






CN, 


CO, 


CR, 


CU, 


cz. 


DE, 


DK, 


DM, DZ, 


EC, EE, 


EG, 


ES, 


FI, 


GB, GD, 






GE, 


GH, 


GM,- 


HR, 


HU, 


ID, 


IL, 


IN, IS, 


JP, KE, 


KG, 


KP, 


KR, 


KZ, LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 


MK, MN, 


MW, 


MX, 


MZ, 


NA, NI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, RU, 


SC, SD, 


SE, 


SG, 


SK, 


SL, SY, 






TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, US, 


UZ, VC, 


VN, 


YU, 


ZA, 


ZM, ZW 




RW: 


; BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, SD, 


SL, SZ, 


TZ, 


UG, 


ZM, 


ZW, AM, 






AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, AT, 


BE, BG, 


CH, 


CY, 


CZ, 


DE, DK, 






EE, 


ES, 


FI , 


FR, 


GB, 


GR, 


HU, 


IE, IT, 


LU, MC, 


NL, 


PL, 


PT, 


RO, SE, 






SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, CM, 


GA, GN, 


GQ, 


GW, 


ML, 


MR, NE, 






SN, 


TD, 


TG 




















EP 


1654218 






A2 




20060510 


EP 2004-764084 




20040812 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, GR, 


IT, "LI, 


Lu; 


NLV 


-se; 


^MC,;.pr,^ 






IE, 


SI, 


LT, 


LV, 


FI , 


RO, 


CY, 


TR, BG, 


CZ, EE, 


HU, 


PL, 


SK, 


^HR ' 


JP 


20075022 


59 




T 




20070208 


JP 2006-522996 




20040812 


US 


2006235074 




Al 




20061019 


US 2006-569812 




20060210 


PRIORITY APPLN. 


INFO 












GB 2003-19069 




A 20030814 




















WO 2004-EP9087 


W 20040812 


OTHER SOURCE (S) : 






CASREACT 142:261292; MARPAT 142 


:261 


292 







GI 
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CO2H 



AB Title compds, represented by the formula I, R1ZQCH(R2) CH2X, [wherein Rl = 
(un) substituted alkyl (cycloalkyl) , alkylheterocycloalkyl , alkylaryl, etc.; 
Z = a bond, CH2, 0, S, etc.; Q = (un) substituted (hetero) aryl; X = C0R3; 
R2 = C0NH2, C02H, sulf onylamino, etc.; R3 =: OH, oxyalkyl or 
(un) substituted amino; with a proviso; and physiol. functional derivs. 
thereof] were prepared as matrix metalloproteinase (MMP) inhibitors. 
Coupling reaction of 4 -amino-3 - (4 -bromophenyl ) -4 -oxobutanoic acid with 
p-nitrilephenylboronic acid gave II in 100% yield. I showed inhibition of 
MMP- 12 with IC50 values of below 100 fiM. Thus, I and their 
pharmaceutical compns. are useful as matrix metalloproteinase inhibitors 
for the treatment of inflammation or autoimmune disease (no data) . 

=> s " [3- (acetylamino) -4-cyclohexylphenyl] -butanedioic acid" 

6851582 "3" 

6700 "ACETYLAMINO" 

1 "ACETYLAMINOS" 

6701 "ACETYLAMINO" 

("ACETYLAMINO" OR "ACETYLAMINOS") 
5548817 "4" 

992 "CYCLOHEXYLPHENYL" 

2 "CYCLOHEXYLPHENYLS" 
994 "CYCLOHEXYLPHENYL" 

( " CYCLOHEXYLPHENYL " OR " CYCLOHEXYLPHENYLS " ) 
4 594 "BUTANEDIOIC" 
4341454 "ACID" 
1566176 "ACIDS" 
4837468 "ACID" 

("ACID" OR "ACIDS") 
L8 0 " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" 

("3" (W) "ACETYLAMINO" (W) "4" (W) "CYCLOHEXYLPHENYL" (W) "BUTANEDIOIC 
" (W) "ACID") 

=> s "butanedioic acid, [3- (acetylamino) -4-cyclohexylphenyl] -" 
4 594 "BUTANEDIOIC" 
4341454 "ACID" 
1566176 "ACIDS" 
4837468 "ACID" 

("ACID" OR "ACIDS") 
6851582 "3" 

6700 "ACETYLAMINO" 

1 "ACETYLAMINOS" 

6701 "ACETYLAMINO" 

("ACETYLAMINO" OR "ACETYLAMINOS") 
5548817 "4" 

992 "CYCLOHEXYLPHENYL" 

2 "CYCLOHEXYLPHENYLS" 
994 "CYCLOHEXYLPHENYL" 

("CYCLOHEXYLPHENYL" OR "CYCLOHEXYLPHENYLS") 
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L9 0 "BUTANEDIOIC ACID, [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] - " 

("BUTANEDIOIC" (W) "ACID" (W) "3" (W) "ACETYLAMINO" (W) "4" (W) "CYCLOHE 
XYLPHENYL") 

=> s "butanedioic acid [3- (acetylamino) -4-cyclohexylphenyl] 
4 594 "BUTANEDIOIC" 
" 4341454 "ACID" 

1566176 "ACIDS" ' - 

4837468 "ACID" 

("ACID"- OR "ACIDS") 
6851582 "3" 

6700 "ACETYLAMINO" 

1 "ACETYLAMINOS" 

6701 "ACETYLAMINO" 

("ACETYLAMINO" OR "ACETYLAMINOS") 
5548817 "4" 

992 "CYCLOHEXYLPHENYL" 

2 "CYCLOHEXYLPHENYLS" 
994 "CYCLOHEXYLPHENYL" 

("CYCLOHEXYLPHENYL" OR "CYCLOHEXYLPHENYLS") 
LIO 0 "BUTANEDIOIC ACID [3 - (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] - " 

("BUTANEDIOIC" (W) "ACID" (W) "3" (W) "ACETYLAMINO" (W) "4" (W) "CYCLOHE 
XYLPHENYL") 



=> s" "butanedioic acid" 

4594 "BUTANEDIOIC" 
4341454 "ACID" 
1566176 "ACIDS" 
4837468 "ACID" 

("ACID" OR "ACIDS") 
Lll 4510 "BUTANEDIOIC ACID" 

("BUTANEDIOIC" (W) "ACID") 



=> s " [3- (acetylamino) -4-cyclohexylphenyl] -" 
6851582 "3" 

6700 "ACETYLAMINO" 

1 "ACETYLAMINOS" 
67 01 " ACET YLAM I NO " 

("ACETYLAMINO" OR "ACETYLAMINOS") 
554881'7 "4" - . 

992 "CYCLOHEXYLPHENYL" 

2 "CYCLOHEXYLPHENYLS" 
994 "CYCLOHEXYLPHENYL" 

("CYCLOHEXYLPHENYL" OR "CYCLOHEXYLPHENYLS") 
L.12 0 " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -" 

("3" (W) "ACETYLAMINO" (W) "4" (W) "CYCLOHEXYLPHENYL") 

=> s "cyclohexylphenylj " 

992 "CYCLOHEXYLPHENYL" 
2 "CYCLOHEXYLPHENYLS" 

L13 994 .."CYCLOHEXYLPHENYL] " 

("CYCLOHEXYLPHENYL" OR "CYCLOHEXYLPHENYLS")* 

=> d his 



(FILE 'HOME' ENTERED AT" 07:45:47 ON 26 MAR 2007) 
FILE 'REGISTRY' ENTERED AT 07:46:04 ON 26 MAR 2007 
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LI OS " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID"/RN 

FILE 'HCAPLUS* ENTERED AT 07:46:39 ON 26 MAR 2007 

S "[3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID"/CN 

FILE 'REGISTRY' ENTERED AT 07:46:45 ON 26 MAR 2007 

L2 OS " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANPDIOIC aciD'VCN 

FILE 'HCAPLUS' ENTERED AT 07:46:46 ON 26 MAR 2007 

L3 0 S L2 

L4 OS " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" 

L5 OS "BUTANEDIOIC ACID, [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] 

L6 IS "BIPHENYLPENTANOIC ACID" 

L7 IS " (HETERO)ARYL -SUBSTITUTED SUCCINATE" 

L8 OS " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" 

L9 OS "BUTANEDIOIC ACID, [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -" 

LIO 0 S "BUTANEDIOIC ACID [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] - " 

Lll 4510 S "BUTANEDIOIC ACID" 

L;2 0 S " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -" 

L13 994 S "CYCLOHEXYLPHENYL]" 

=> s 112 and 113 

L14 0 L12 AND L13 



=> s "cyclohexylphenyl " (n) "butanedioic acid" 
992 "CYCLOHEXYLPHENYL" 

2 "CYCLOHEXYLPHENYLS" 
994 " CYCLOHEXYLPHENYL " 

( " CYCLOHEXYLPHENYL " OR " CYCLOHEXYLPHENYLS " ) 
4 594 "BUTANEDIOIC" 
4341454 "ACID" 
1566176 "ACIDS" 
4837468 "ACID" 

("ACID" OR "ACIDS") 
4 510 "BUTANEDIOIC ACID" 

("BUTANEDIOIC" (W) "ACID") 
L15 0 "CYCLOHEXYLPHENYL" (A) "BUTANEDIOIC ACID" 

= > s "cycloliexylphenylbutanedioic acid" 

0 "CYCLOHEXYLPHENYLBUTANEDIOIC" 
4341454 "ACID" 
1566176 "ACIDS" 
4837468 "ACID" 

("ACID" OR "ACIDS") 
LI 6 0 "CYCLOHEXYLPHENYLBUTANEDIOIC ACID" 

("CYCLOHEXYLPHENYLBUTANEDIOIC" (W) "ACID") 

= > d liis 

(FILE 'HOME' ENTERED AT 07:45:47 ON 26 MAR 2007) 

FILE 'REGISTRY' ENTERED AT 07:46:04 ON 26 MAR 2007 
LI OS " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" /RN 

FILE 'HCAPLUS' ENTERED AT 07:46:39 ON 26 MAR 2007 

S " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID"/CN 

FILE 'REGISTRY' ENTERED AT 07:46:45 ON 26 MAR 2007 
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L2 OS " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID"/CN 

FILE »HCAPLUS' ENTERED AT 07:46:46 ON 26 MAR 2007 

L3 0 S L2 

L4 OS " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" 

L5 OS "BUTANEDIOIC ACID, (3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] 

L6 . - -l--^--"BIPHENYLPENTANOIC ACID" 

L7 IS " (HETERO)ARYL -SUBSTITUTED SUCCINATE" 

L8 0 S " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" 

L9 OS "BUTANEDIOIC ACID, [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] 

LIO 0 S "BUTANEDIOIC ACID [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] 

Lll 4510 S "BUTANEDIOIC ACID" 

L12 0 S " [3- (ACETYLAMINO) -4-CYCLOHEXYLPHENYL] -" 

LI 3 994 S "CYCLOHEXYLPHENYL] " 

L14 0 S L12 AND L13 

L15 0 S "CYCLOHEXYLPHENYL" (N) "BUTANEDIOIC ACID" 

L16 0 S "CYCLOHEXYLPHENYLBUTANEDIOIC ACID" 
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=> d his 

(FILE 'HOME* ENTERED AT 07:45:47 ON 26 MAR 2007) 



FILE 'REGISTRY' ENTERED AT 07:46:04 ON 26 MAR 2007 
LI OS" [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID"/RN 

FILE 'HCAPLUS' ENTERED AT 07:46:39 ON 26 MAR 2007 

S " [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID"/CN 

FILE 'REGISTRY* ENTERED AT 07:46:45 ON 26 MAR 2007 
L2 OS " [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" /CN 

FILE 'HCAPLUS' ENTERED AT 07:46:46 ON 26 MAR 2007 

L3 0 S L2 

L4 OS " [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" 

L5 OS "BUTANEDIOIC ACID, [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] 

L6 IS "BIPHENYLPENTANOIC ACID" 

L7 IS " (HETERO)ARYL -SUBSTITUTED SUCCINATE" 

L8 OS" [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID" 

L9 OS "BUTANEDIOIC ACID, [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] 

LIO 0 S "BUTANEDIOIC ACID [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] - " 

Lll 4510 S "BUTANEDIOIC ACID" 

L12 0 S " [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -" 

LI 3 994 S "CYCLOHEXYLPHENYL] " 

L14 0 S L12 AND L13 

L15 0 S "CYCLOHEXYLPHENYL" (N) "BUTANEDIOIC ACID" 

LI 6 OS "CYCLOHEXYLPHENYLBUTANEDIOIC ACID" 

Iil7 0 S " [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID DIETHY 

SET POST 

L18 0 S " [3- (ACETYLAMINO) -4 -CYCLOHEXYLPHENYL] -BUTANEDIOIC ACID DIETHY 

L19 0 S " [3 -METHOXY-4- (PHENYLMETHOXY) PHENYL] BUTANEDIOIC ACID" 
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AB Title compds . represented by the formula I [wherein A = a bond or 

(CH:CH) alkyl; B = a bond, 0, S, S02, CO, etc.; D = a bond or alkyl; E = 
(un) substituted (hetero) aryl; Q = (un) substituted (hetero) aryl; X = 0, S, 
SO, S02, CO, etc.; Y = SO, S02, CS, etc.; R, Rl = independently H or 
alkyl (aryl); R2 = carboxy, amido, thiol, etc.; R3 = H or alkyl (aryl); R4 
(un) substituted (hetero) aryl; Z = a bond, CH2, amino, etc., or R4Z = 
(up) substituted fused tricyclic group; and physiol. functional derivs- 
thereof] were prepared as matrix metalloproteinase (MMP) 

inhibitors. For example, II was given in a multi-step synthesis starting 
from biphenyl-4-ylmethanol . I showed inhibition of MMP-12 with IC50 
values of below 100 )iM. Thus, I and their pharmaceutical compns. are 
useful as MMP inhibitors for the treatment of autoimmune disorder or 
inflammatory condition (no data) . 
RETABLE 

Referenced Author | Year | VOL | PG I Referenced Work | Referenced 
(RAU) I (RPY) I (RVL) | (RPG) | (RWK) | File 
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Squibb Bristol Myers Co 12004 | | 



I WO 02083642 A | HCAPLUS 

I WO 9743238 A | HCAPLUS 

ICHEM PHARM BULL | HCAPLUS 

I JOURNAL OF MOLECULAR I HCAPLUS 

[JOURNAL OF MEDICINAL I HCAPLUS 



|W0 2004012663 A 



I HCAPLUS 



Rr2 OF 44 ) 



LIB ANSWE 

ACCESSION n6m BERj^ ^ 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



HCAPLUS COPYRIGHT 2007 ACS on STN DUPLICATE 2 



2005:158625 HCAPLUS 
142:261292 

Preparation of (hetero) aryl-substituted s.uccinate 
derivatives as matrix metalloproteinase 
inhibitors 

Holmes^ Ian; Watson^ Stephen Paul 

Glaxo Group Limited, UK 

PCT Int. Appl., 36 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 






KIND 


DATE 


WO 2005016868 




A2 




20050224 


WO 2005016868 




A3 




20050519 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, AZ, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, DK, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, IL, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, MA, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, PT, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, UA, 


RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, MZ, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, TJ, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, HU, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, CG, 


SN, 


TD, 


TG 








EP 1654218 






A2 




20060510 


R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, FR, 


IE, 


SI, 


LT, 


LV, 


FI, 


RO, CY, 


JP 20075022 


59 




T 




20070208 



APPLICATION NO. DATE 





WO 2004- 


EP9087 




20040812 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, LC, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, NI, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, SY, 


UG, 


US, 


uz. 


vc, 


VN, 


YU, 


ZA, 


ZM, ZW 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, AM, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, DK, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, SE, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, NE, 




EP 2004- 


764084 




20040812 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 


TR, 


BG, 


CZ, 


EE, 


HU, 


PL, 


SK, 


HR 




JP 2006- 


522996 




20040812 



Page 2 



Louisa 10569812 



US 2006235074 Al 20061019 US 2006-569812 20060210 

PRIORITY APPLN. INFO.: GB 2003-19069 A 20030814 

WO 2004-EP9087 W 20040812 

OTHER SOURCE(S): CASREACT 142:261292; MARPAT 142:261292 

GI 



NC- 




-C02H 



AB 



Title compds. represented by the formula I, RIZQCH (R2 ) CH2X, [wherein Rl = 
(un) substituted alkyl (cycloalkyl) , alkylheterocycloalkyl , alkylaryl, etc. 
Z = a bond, CH2, 0, S, etc.; Q = (un) substituted (hetero) aryl; X = C0R3; 
R2 = C0NH2, C02H, sulf onylamino, etc.; R3 = OH, oxyalkyl or 
(un) substituted amino; with a proviso; and physiol. functional derivs. 
thereof] were prepared as matrix m&tallopTote±na.s& (MMP) 

inhibitors. Coupling reaction of 4-amino-3- ( 4-bromophenyl ) -4 -oxobutanoic 
acid with p-nitrilephenylboronic acid gave II in 100% yield. I showed 
inhibition of MMP-12 with IC50 values of below 100 i^M. Thus, I and 
their pharmaceutical compns . are useful as matrix 
mBt,aLllapr:otB±na,3B inhibitors for the treatment of inflammation or 
autoimmune disease ^.(no data) . 
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The invention relates to compds . R1-Z-Q-NR2CH2-X [Rl is optionally 
substituted alkyl, alkylaryl, aryl or heteroaryl; Z is a bond, CH2, 0, S, 
SO, S02, NR4, OCR4R5, CR4R50, or Z, Rl and Q togsther form an optionally 
substituted fused tricyclic group; Q is an optionally substituted 5- or 
6-membered aryl or heteroaryl ring; X is C0R3 or N(OR8)COR9; R2 is SO2R10 
or SO2NR10R11; R3 is 0R6, NR6R7 or NR60H; R4, R5 are independently H, 
alkyl or alkylaryl; R6, R7 are independently H, alkyl or heteroarylalkyl 
or NR6R7 is a 5- or 6- membered ring which may have one or more addnl. 
heteroatoms selected from O, S and N; R8-R11 are independently H or alkyl] 
and physiol. functional derivs., with the exception of 
N-(ethoxycarbonyl)-N- [4- (IH-tetrazol-l-yl)phenyl] glycine, for use as 
inhibitors of matrix mBtalloprotexnase enzymes (MMPs) . Thus, 
p-NCC6H4C6H4-p~N(S02Me)CH2C02H was prepared by alkylation of 4-bromoaniline 
with tert-Bu bromoacetate, followed by methylsulf onylation, ester cleavage 
(silica gel in toluene at reflux), and reaction with cyanophenylboronic 
acid. 
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MARPAT 14 2:74 355 
[I; Q = (substituted) 5-6-niembered aryl, heteroaryl; 
X = O, S, NR5, CR6R7; Y = CHOH, CHSH, N0R8, CNR8, CN0R8; Z = bond, 
CRlORll, 0,S,S0,S02, NRIO, OCRlORll, CRIORIIO; ZR4Q = atoms to form a 
(substituted) fused tricyclic group; Rl, Rl', R3, R3' = H, alkyl, 
alkylaryl; R2 = C02R8, CONR50R9, NR5COR9; R4 = (substituted) 5-6 membered 
aryl, heteroaryl; R5 = H, alkyl; R6, R7 = H, alkyl, halo; R8, R9 = H, 
alkyl; RIO, Rll = H, alkyl, alkylaryl], were prepared Thus, 

5-biphen-4-yl-3-hydroxypentanoic acid (preparation given), diisopropylamine, 
and 0- (7-azabenzotriazol-l-yl) -N, N, N * , N * -tetramethyluronium 
hexaf luorophosphate were stirred together for 5 min. in DMF;- thiazolidine 
was added followed by stirring for 2 h to give .47.,%. 5-biphen-4-yl-3-hydroxy- 

The latter and addnl. I inhibited MMP-12 



l-thiazolidin-3-ylpentan-l-one 
with IC50 <100 ^M. 
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Platelet activation by collagen depends principally on two receptors, 
a2pi integrin (GPIa-IIa) and GPVI . During this activation, the 
nonreceptor protein tyrosine kinase pp72syk is rapidly phosphorylated, but 
the precise contribution of a2pi integrin and GPVI to signaling 
for this phosphorylation is not clear. VWe 'have recently found that 
proteolysis of platelet a2pi integrin by the snake venom 
metalloprote±nasB, jararhagin, results in inhibition of 
collagen-induced platelet aggregation and pp72syk phosphorylation. In 
order to verify whether the treatment of platelets with jararhagin had any 
effect on GPVI signaling, in this study we stimulated platelets treated 
with either jararhagin or anti-a2pl antibody with two GPVI 
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agonists, an antibody to GPVI and convulxin. Platelet shape change and 
phosphorylation of pp72syk by both GPVI agonists was preserved, as was the 
structure and function of GPVI shown by 1251-labeled convulxin binding to 
iiranunopptd. GPVI from jararhagin-treated platelets. In contrast, 
defective platelet aggregation in response to GPVI agonists occurred in 
both jararhagin-treated and a2pi-blocked platelets. This 
apparent cosignaling role of a2pi integrin for platelet 

aggregation suggests the possibility of a topog. association of this integrin- 
with GPVI. We found that both platelet a2pi integrin and GPVI 
coiiranunopptd, with allbp3 integrin. Since platelet aggregation 
requires activation of allbp3 integrin, defective aggregation 
in the absence of a2pi suggests that this receptor may provide 
a signaling link between GPVI and allbp3. Our study therefore 
demonstrates that platelet signaling leading to pp72syk phosphorylation 
initiated with GPVI engagement by either convulxin or GPVI antibody does 
not depend on a2pi integrin. However, allbpS 
integrin may, in this model, require functional ' a2pi integrin 
for its activation. (c) 2000 Academic Press. 
RETABLE 



Referenced Author 
(RAU) 


1 Year 
1 (RPY) 


1 VOL 
1 (RVL) 


1 PG 
1 (RPG) 


1 Referenced Work 
1 (RWK) 


1 Referenced 
1 File 


Arai, M 


11995 


189 


1124 


|Br J Haematol 




1 MEDLINE 


Asazuma, N 


1 1996 


175 


1 648 


1 Thromb Haemostasis 


1 HCAPLUS 


Berditchevski, F 


1 1995 


1270 


1 17784 


|J Biol Chem 




1 HCAPLUS 


Clark, E 


1 1994 


1269 


128859 


|J Biol Chem 




1 HCAPLUS 


Clemetson, J 


11999 


1274 


129019 


|J Biol Chem 




1 HCAPLUS 


De Luca, M 


11995 


1206 


1570 


IBiochem Biophys 


Res 


1 HCAPLUS 


Francischetti, I 


11998 


1353 


1239 


lArch Biochem Biophys 


1 HCAPLUS 


Fujii, C 


1 1994 


1226 


1243 


1 Eur J Biochem 




1 HCAPLUS 


Gao, J 


1 1997 


1 16 


1 6414 


1 Embo J 




1 HCAPLUS 


Gibbins, J 


1 1996 


1271 


1 18095 


|J Biol Chem 




1 HCAPLUS 


Handa, M 


11995 


173 


1521 


1 Thromb Haemostasis 


1 HCAPLUS 


Ichinobe, T 


11995- 


1270 


128029 


|J Biol Chem 






Inoue, T 


1 1997 


1 272 


1 63 


|J Biol Chem 






Jandrot-Perrus, M 


1 1997 


1 272 


127035 


|J Biol Chem 




1 HCAPLUS 


Kamiguti, A 


1 1996 


1320 


1 635 


1 Biochem J 




1 HCAPLUS 


Kamiguti, A 


11997 


11335 


1209 


IBiochim Biophys 


Acta 




Kamiguti, A 


1 1998 


131 


1853 


IBraz J Biol Med 


Res 


1 HCAPLUS 


Kamiguti, A 


1 1997 


1272 


132599 


1 J Biol Chem 




1 HCAPLUS 


Keely, P 


11996 


1271 


126668 


LJ Biol Chem . 




1 HCAPLUS 


Kehrel, B 


1 1988 


171 


1 1074 


1 Blood 




1 HCAPLUS 


Kunicki, T 


1 1988 


1263 


14516 


1 J Biol Chem 




1 HCAPLUS 


Laemmli, U 


1 1970 


1227 


1 680 


1 Nature 




1 HCAPLUS 


Moroi, M 


11989 


184 


11440 


|J Clin Invest 




1 MEDLINE 


Nieuwenhuis, H 


11985 


1318 


1470 


1 Nature 




1 HCAPLUS 


Paine, M 


11992 


1267 


122869 


|J Biol Chem 




1 HCAPLUS 


Petty, H 


1 1996 


117 


1209 


1 Immunol Today 




1 HCAPLUS 


Polgar, J 


1 1997 


1272 


1 13576 


|J Biol Chem 




1 HCAPLUS 


Prado-Franceschi, J 


11981 


119 


1875 


1 Toxicon 




1 HCAPLUS 


Rubinstein, E 


1 1994 


124 


13005 


|Eur J Immunol 




1 HCAPLUS 


Saelman, E 


1 1994 


183 


1 1244 


1 Blood 




1 HCAPLUS 


Santoro, S 


1 1986 


146 


1 913 


ICell 




1 HCAPLUS 


Santoro, S 


1 1995 


174 


1813 


1 Thromb Haemostasis 


1 HCAPLUS 


Savage, B 


1 1998 


194 


1 657 


ICell 




1 HCAPLUS 


Slupsky, J 


1 1997 


1244 


1 168 


|Eur J Biochem 




1 HCAPLUS 


Sugiyama, T 


11987 


169 


11712 


1 Blood 




1 HCAPLUS 


Takada, Y 


11989 


1111 


1709 


|J Cell Biol 






Timmons, S 


11989 


1169 


111 


1 Methods Enzymol 




1 HCAPLUS 



Page 6 



Louisa 10569812 



Tsuji, M 
Vargaftig, B 



1997 1272 123528 |J Biol Chem | HCAPLUS 

1983 192 157 | Eur J Pharmacol | HCAPLUS 



LI 8 ANSWERV6 OF 44 
ACCESSION NUl 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR(S) : 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



HCAPLUS COPYRIGHT 2007 ACS on STN 
2006:458564 HCAPLUS 
145:139950 

Isolation and characterization of cotiaractivase, a 
' • novel low molecular weight prothrombin 'activator from' 

the venom of Bothrops cotiara 

Senis, Yotis A.; Kim, Paul Y.; Fuller, Gemma L. J.; 
Garcia, Angel; Prabhakar, Sripadi; Wilkinson, Mark C; 
Brittan, Helen; Zitzmann, Nicole; Wait, Robin; 
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Michael E.; Laing, Gavin D. 
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(2006) , 1764 (5) , 863-871 
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Journal 
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In this study, we isolated a novel prothrombin activator from the venom of 
Bothrops cotiara, a Brazilian lance-headed pit viper (Cotiara, Jararaca 
preta, Biocotiara) , which we have designated "cotiaractivase" (prefix: 
cotiar- from B. cotiara; suffix: -activase, from prothrombin activating 
activity) . Cotiaractivase was purified using a phenyl-Superose 
hydrophobic interaction column followed by a Mono-Q anion exchange column. 
It is a single-chain polypeptide with a mol. weight of 22,931 Da as measured 
by mass spectroscopy, Cotiaractivase generated active a-thrombin 
from purified human prothrombin in a Ca2+-dependent manner as assessed by 
S2238 chromogenic substrate assay and SDS-PAGE. Cotiaractivase cleaved 
prothrombin at positions Arg271-Thr272 and Arg320-Ile321, which are also 
cleaved by factor Xa. However, the rate of thrombin generation by 
cotiaractivase was approx. 60-fold less than factor Xa alone and 17 
+ 106-fold less than the prothrombinase complex. The enzymic 
activity of cotiaractivase was inhibited by the chelating agent EDTA, 
whereas the serine protease inhibitor PMSF had no effect on its activity, 
suggesting that it is a metalldprqteinase.. j\Xntefest'ingly/.,. S2238 
inhibited cotiaractivase activity non-competitively, suggesting that this 
toxin contains an exosite that allows it to bind prothrombin independently 
of its active site. Tandem mass spectrometry and N-terminal sequencing of 
purified cotiaractivase identified peptides that were identical to regions 
of the cysteine-rich and disintegrin-like domains of known snake venom 
metalloproteinases . Cotiaractivase is a unique low mol. weight snake 
venom prothrombin activator that likely belongs to the 
metalloproteinase family of proteins. 
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a feature of chronic asthma .comprising smooth muscle 
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AB Airway remodeling is 

hypertrophy and deposition of extracellular matrix (ECM) proteins. Matrix 
metalloprotelnases (MMPs) breakdown ECM, are involved in tissue 
remodeling and have been implicated in airway* :^emodeling. Although 
mesenchymal cells are an important source of MMPs, little data are 
available on airway smooth muscle (ASM) derived MMPs. We therefore 
investigated MMP and tissue ±hhih±tor of 

metalloprotelnase (TIMP) production and activity in human ASM cells. 
MMPs and TIMPs were examined using quant, real-time RT-PCR, Western 
blotting, zymog. and a quench fluorescence (QF) assay of total MMP 
activity. The most abundant MMPs were pro-MMP-2, pro- MMP-3, active MMP-3 
and MTl-MMP. TIMP-1 and TIMP-2 expression was low in cell lysates but 
high in conditioned medium. High TIMP secretion was confirmed by the 
ability of ASM-conditioned medium to Inhibit recombinant MMP-2 
in a QF assay. Thrombin increased MMP activity by activation of pro-MMP-2 
independent of the conventional smooth muscle thrombin receptors PAR 1 and 
4, In conclusion, ASM cells express pro-MMP-2, pro and active MMP-3, 
MMP-9 and MTl-MMP. Unstimulated cells secrete excess TIMP 1 and 2, 
preventing proteolytic activity. MMP-2 can be activated by thrombin which 
may contribute to airway remodeling. 
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AB Intestinal fibrosis and strictures frequently occur in Crohn's disease but 
not ulcerative colitis. We have recently shown that, compared to 
myofibroblasts obtained from normal and ulcerative colitis tissue, 
myofibroblasts isolated from fibrotic Crohn's disease mucosal samples 
express significantly lower amts . of transforming growth factor 
(TGF)-p3, but the expression of TGF-p2 was significantly 
greater. We now report that in myofibroblast cultures established from 
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fibrotic Crohn's disease mucosal samples there is significantly higher 
constitutive expression of tissue inhibitor of 

metalloproteinase (TIMP)-l compared to similar cells isolated from 
normal or ulcerative colitis tissue. Myofibroblasts derived from normal 
mucosa and from mucosa affected by ulcerative colitis or Crohn's disease 
also expressed matrix metalloproteinase (MMP)-l, MMP-2, and 
MMP-3 but did not express MMP-9. Recombinant (r) TGF-pl and 
rTGF-p2, but not rTGF-|33, induced expression of TIMP-1 in normal 
intestinal myofibroblasts. These studies illustrate a potential mechanism 
by which differential expression of isoforms of TGF-p may lead to 
excessive deposition of extracellular matrix and stricture formation via 
TIMP-l-mediated inhibition of MMP activity. 
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believed to play a significant role in the growth and proliferation of 
colon cancer cells. Overexpression of the matrilysin gene has been shown 
to correlate with Dukes' stage and increased metastatic potential in 
colorectal cancer. The aim of this study was to evaluate the effect of 
preoperative high-dose radiotherapy (25 Gy in five fractions over 5 days) 
on matrilysin (MMP-7) gene expression, in patients with resectable rectal 
cancer, by a quant, reverse transcriptase-polymerase chain reaction 
(RT-PCR).. .Biopsy samples of ' tumor (n=30). and ^distant * normal ^mucosa (n=12) 
from 15 patients were obtained pre- and post-radiotherapy. Messenger 
(m)RNA was extracted from all of the tissue samples and reverse transcribed 
double^stranded cDNA. Quant. RT-PCR was performed to study the effect of 
preoperative radiotherapy on matrilysin gene expression in both the tumor 
and normal mucosal specimens. Matrilysin mRNA values were expressed 
reilative to glyceraldehyde-3-phosphate dehydrogenase (GAPDH) for each 
sample. In 14 out of 15 cases, matrilysin mRNA was detected in the 
cancerous tissue. Although all six normal mucosal specimens expressed 
matrilysin mRNA, the levels were approx. 10-fold lower compared with those 
seen in the paired tumor samples. Preoperative radiotherapy led to a 
significant 6- to 7-fold increase (P=0.001) in the expression of 
matrilysin mRNA in rectal cancer tissue. In contrast, there was no- * 
significant change in the matrilysin mRNA expression of normal mucosal 
specimens post-radiotherapy. Preoperative high-dose radiotherapy 
upregulates matrilysin gene expression in rectal cancer. Matrilysin 
inhibition may be a useful preventive or therapeutic adjunct to 
radiotherapy in rectal cancer. 
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AB The interaction of platelet membrane glycoprotein VI (GPVI) with collagen 
can initiate (patho) physiol . thrombus formation. The viper venom C-type 
lectin family proteins convulxin and alboaggregin-A activate platelets by 
interacting with GPVI. In this study, the authors isolated from 
white-lipped tree viper (Trimeresurus albolabris) venom, alborhagin, which 
is functionally related to convulxin because it activates platelets but is 
structurally different and related to venom metalloprotBtnases , 
Alborhagin-induced platelet aggregation (EC50, <7 . 5 ^g/mL) was 
±hh±h±tahle by an anti-allbp3 antibody, CRC64, and the • * 
Src family kinase ±iih±b±tor PPl, suggesting that alborhagin 
activates platelets, leading to allbp3-dependent aggregation. 
Addnl. evidence suggested that, like convulxin, alborhagin activated 
platelets by a mechanism involving GPVI. First, alborhagin- and 
convulxin-treated platelets showed a similar tyrosine phosphorylation 
pattern, including a similar level of phospholipase Cy2 
phosphorylation. Second, alborhagin induced GPVI-dependent responses 
GPVI-transfected K562 and Jurkat cells. Third, alborhagin-dependent 
aggregation of mouse platelets was Ixdixblted by the anti-GPVI 
monoclonal antibody JAQl . Alborhagin had minimal effect on convulxin 
binding to GPVI-expressing cells, indicating that these venom proteins 
recognize distinct binding sites. Characterization of alborhagin as a 
GPVI agonist that is structurally distinct from convulxin demonstrates 
versatility of snake venom toxins and provides a novel probe for 
GPVI-dependent platelet activation. 
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AB The matrix metalloproteinases , MMP-2 are MMP^9, are capable of 

degrading components of the basement membrane, a vital barrier breached 
during the progression of colorectal cancer. The regulation of MMP-2 
activation and subsequent targets is vital to understanding the metastatic 
process. MMP-2 was not expressed by colorectal cancer cells (C170 and 
C170HM2) in vitro but by stromal fibroblasts (46BR.1G1) . There was 
. induction of this MMP upon transwell co-^caltivation of T:he colon cancer 
cells with the fibroblasts but in vivo growth did not lead to a similar 
increase in the metastatic tumor cells (C170HM2), MMP-2 again being 
attributed to the stromal cells. MMP-2 mRNA was overexpressed in human 
colorectal tumors compared to normal colorectal tissue, which correlated 
with Dukes* stage and immunolocalized to the stromal compartment of the 
tumor tissue. The active form of the MMP-2 enzyme was also present in the 
colorectal tumor tissue (7/8) but essentially absent in all normal colon 
samples examined (1/8) . MMP-2 activation was not related to an increase in 
MT-l-MMP mRNA or a decrease in the specific inhibitor TIMP-2 in 
human tissue. There was however an increase in MMP-2/TIMP-2 ratio in 
tumor compared to normal, MMP-9, a target of active MMP-2, was present in 
the metastatic cell line but expression was down-regulated in the tumor 
cells in vivo, gelatin anal, revealed that MMP-9 was almost entirely 
attributable to the murine host, confirmed by PGR. There was no increase 
in mRNA for MMP-9 or its specific inhibitor TIMP-1 in colorectal 
tumor tissue compared to normal, MMP-9 protein localized to the 
inflammatory infiltrate. Fibroblast cells may provide malignant 
epithelial cells with a ready source of enzyme which is crucial to the 
metastatic process. 
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AB The aim of this study was to investigate the effect of preoperative 

high-dose radiotherapy (25 Gy in 5 fractions over 5 days) on the type-IV 
collagenase protein profile, in patients with resectable rectal cancer, by 
gelatin zyinog. ' Biopsy samples of tumor and distant normal mucosa from 12 
patients with resectable rectal cancer were obtained pre- and 
post-radiotherapy. Expression of type-IV collagenases (both pro- and 
active forms) was studied using gelatin zymog. Enzyme levels were 
normalized for total protein content of each sample. Rectal cancer 
specimens expressed both pro (72 kDa) and active (62 kDa) forms of MMP-2 
but only the pro form of MMP-9 (92 kDa) . Normal mucosa showed expression 
of the pro forms of MMP-2 and MMP-9 while no active form of either enzyme 
was detected in any of the samples. A significant three- to fourfold 
increase (P < 0.01) of active matrix metalloprotelnasBs (MMP)-2 
(62 kDa) was seen in malignant rectal mucosa after radiotherapy. The 
effect of radiotherapy also led to a twofold increase (P = 0.047) of pro 
■MMP-2 (72 kDa)" and a two- to threefold increase .( P ..=-.. 0. Q3) .of the. ■ 
precursor form of MMP-9 (92 kDa) . In contrast, in normal* mucosa 
expression of the precursor form of MMP-9 (92 kDa) did not change after 
radiation, and no significant effect on the levels of pro MMP-2 (72 kDa) 
was observed Preoperative high-dose radiotherapy leads to an increase in 
activity of type-IV collagenases in patients with resectable rectal 
cancer. Type-IV collagenase inhibition may be a useful 
therapeutic adjunct to radiotherapy in rectal cancer. 
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Inhibitor to be evaluated, in this capacity, in the clinic. 
Measurement of the rate of change of circulating tumor antigens was used 
for evaluating biol. activity and defining optimum dosage in the early 
clin. trials of marimastat. Although tumor antigen levels have been used 
in the clin. management of cancer for many years, they have not been 
validated as markers of disease progression. In order to investigate the 
relationship between the effects of marimastat on tumor growth and 
circulating tumor antigen -lev.els> mice .bearing the .human gastric tumor, 
MGLVAl, were treated with marimastat. The MMP inhibitor exerted 
a significant therapeutic effect, reducing tumor growth rate by 48% (P = 
0.0005), and increasing median survival from 19 to 30 days (P = 0,0001). 
In addition, carcinoembryonic antigen (CEA) levels were measured in serum 
samples from animals sacrificed at regular intervals, and correlated with 
excised tumor weight It was shown that the natural log of the CEA 
concentration was 

linearly related to the natural log of the tumor weight and that treatment 
was not a significant factor in this relationship {P = 0.7). In 
* conclusion, circulating CEA levels were not directly affected by 
marimastat, but did reflect tumor size. These results support the use of 
cancer antigens as markers of biol. activity in early phase trials of 
non-cytotoxic anticancer agents. 
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A review with 4 4 refs. The matrix metalloproteinases (MMPs) are 
a family of closely related, zinc-dependent proteolytic enzymes. 
Collectively, they are capable of degrading all the components of the 
extrac'ellular matrix and as such are involved in a number of physiol. and 
pathol . processes. The extracellular matrix is the principal barrier to 
tumor growth and spread, and there is evidence that MMPs play a role in 
the processes of tumor growth and metastasis. Therefore, 
inhibitors of MMPs may be of value in the treatment of malignant 
disease. There exist naturally occurring inhibitors of these 
enzymes known as "tissue inhibitors of MMPs", or TIMPs . 
Although there have been considerable preclin. studies on these 
inhibitors, they are as yet unavailable for use as therapeutic 
drugs. Research in this field has focused largely on the development of 
low mol. weight (<500D) synthetic inhibitors of MMPs. In 'this 
review we focus on the various subgroups of MMP inhibitors now 
available, their preclin. evaluation and the limited information available 
from preliminary clin. trials. We comment on the suitability of the 
preclin. models used and the difficulty in designing clin. trials of these 
drugs. We focus on future developments which may involve the use of these 
drugs in combination with existing chemotherapeutic regimens to achieve a 
synergistic effect. 
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The matrix metalloprotsinase inhibitor batimastat- :was ' ^ -.u^ . ^ 

■ administered to a human colorectal cancer ascites model, which was 
initiated by injection of C170HM2 cells into the peritoneal cavity of SCID 
mice and resulted in solid tumor deposits and ascites formation. The cell 
line expressed both the 72 and 92 kDa forms of gelatinase by zymog. 
Batimastat administered from day 0 (40 mg kg-1) reduced the volume of 
ascites to 21% of control in mice treated from day 0 but not day 10. 
Formation of solid peritoneal deposits was significantly reduced to 775 of 
vehicle control when batimastat was administered from day 0 and 695 of 
control when administered from day 10. Thus, batimastat has the ability 
to reduce the volume of ascites forming in SCID mice injected i.p. with the 
human colorectal cell line, C170HM2, when administered f,i:om day 0 but not 
from day 10. Solid peritoneal tumor deposits were significantly reduced' 
in both treatment groups, highlighting the therapeutic potential of 
batimastat in this clin. condition. 
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The effect of the matrix metalloproteinase inhibitor 

batimastat was evaluated in two human colorectal cancer metastasis models 
involving: (a) the liver-invasive tumor C170HM2 and (b) the lung-invasive 
tumor AP5LV, both of which have been shown to express the Mr 72,000 type 
IV collagenase. Batimastat at concns. between 0.01 and 3.0 ^g/ml had 
no direct cytotoxic effects on the in vitro growth of the cell lines. In 
the liver-invasive tumor model, batimastat administered i.p. from day 10 
to termination of the therapy (day 39) at 40 mg/kg reduced both the mean 
number of liver tumors (35% of vehicle-treated control) and the 
cross-sectional area of the tumors (43% of vehicle-treated control) . In 
the lung-invasive tumor model, batimastat administered daily (40 mg/kg 
i.p.) significantly reduced tumor weight within the lung (72% of 
vehicle-treated control) but did not significantly affect nodule number In 
the latter model, in which the take rate was unaffected, tumor cells were 
introduced into the lateral tail vein, and lung localization may have been 
a phys . phenomenon not involving invasion. In the former model, tumor 
cells were introduced directly into the peritoneal cavity, and from there 
the cells adhered to and invaded the liver capsule. Because the take rate 
is significantly reduced, it may be that the matrix 
metalloproteinases are involved in this process. Batimastat may 
be a therapeutic modality for the treatment of colorectal cancer 
metastasis . 
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Immunoassays were developed for human collagenase, stromelysin, tissue 
inhibitor of metalloproteinases (TIMP) and TIMP 

complexed with both of the active enzymes. The selection of antibodies of 
defined specificity enabled the measurement of both the pro and active 
forms of the metalloproteinase. Free TIMP was quantified by the 
selection of a monoclonal antibody which did not recognize TIMP when 
complexed with metalloproteinases. The detection of enzyme- 
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inhibitor complexes was achieved by capturing the TIMP component 

of the complex and revealing the metalloenzyme using specific antibodies. 
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AIMS: The incidence of pancreatic carcinoma remains approximately equal to 
its mortality, with the vast majority of patients having advanced disease 
at presentation. This review is an update of the promising novel 
approaches involving biological therapy that may be used in conjunction 
with new chemotherapeutic agents in the near future, MEHTODS : A 
literature review was performed using the National Library of Medicine's 
Pubmed database, combined with recently published data from the AGA and 
ASCO conferences. RESULTS: Rapid progress is being made in gene and 
molecular technology potentially enabling us to inhibit 

pancreatic carcinogenesis and to reduce disease progression. Different 
targets include signal transduction inhibitors, gene therapy, 
genetic prodrug activation therapy, antisense therapy, immunotherapy, 
matrix, me tallpproteinase and cyclo-oxygenase-2 

inhibii:ion and hormonal manipulation. CONCLUSION: A variety of 
biological agents are currently undergoing clinical trials, targeting 
different areas of the pancreas ' neoplastic process. . 
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Matrix metalloproteinases have been shown to be important in 
tumour invasion and metastasis, and the use of matrix 
metalloproteinase inhibitors in animal models has 

suggested that these agents may be useful in the control of malignant 
disease. This article reports the results of an early clinical trial of 
batimastat, one of the first generation of metalloproteinase 
inhibitors, in patients with malignant ascites. The drug was well 
absorbed via the intraperitoneal route and associated with few 
side-effects. Furthermore, a response .to treatment was seen in about half 
the evaluable patients with advanced malignant disease. The results 
suggest that further research on the use of matrix 
metalloproteinase inhibitors in patients with malignant 
disease is worthwhile. 
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BACKGROUND: The matrix metalloproteinases (MMPs) have a role in 
gastrointestinal malignancy. This role is reviewed, with particular 
reference to the gelatinase subgroup of enzymes. METHODS: All relevant 
papers derived from the Medline and Enbase databases between 1984 and 
early 1996 were reviewed. RESULT AND CONCLUSION: There is now strong 
evidence that MMPs play a major role in tumour invasion and metastasis. 
The development of MMP inhibitors may lead to important new 
treatment for the control of malignant disease. 
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METALLOPROTEINASES, ANGIOGENESIS , AND TUMOUR CELL 

INVASION BY CAPTOPRIL. 
AUTHOR(S): Williams, Robert N. [Reprint Author] ; Parsons, Simon 

[Reprint Author]; Rowlands, Brian [Reprint Author]; 

Watson, Susan [Reprint Author] 
CORPORATE SOURCE: Nottingham, UK 

SOURCE: Digestive Disease WeeJc Abstracts and Itinerary Planner, 

2003) Vol. 2003, pp. Abstract No..-W964... e-file. 
Meeting Info.: Digestive Disease 2003. FL, Orlando, USA. 
May 17-22, 2003. American Association for the Study of 
Liver Diseases; American Gastroenterological Association; 
American Society for Gastrointestinal Endoscopy; Society 
for Surgery of the Alimentary Tract. 

DOCUMENT TYPE: Conference; (Meeting) 

Conference; (Meeting Poster) 
Conference; Abstract; (Meeting Abstract) 

LANGUAGE: English 

ENTRY DATE: Entered STN: 7 Jan 2004 

Last Updated on STN: 7 Jan 2004 

AB Introduction: Angiotensin converging enzyme (ACE) is a zinc dependent 
metallopeptidase derived from the same family of enzymes as the matrix 
metalloprotelnases (MMPs) . These enzymes share structural 
homology, and their activity is Inhibited by zinc binding 
compounds. Degradation of the extra cellular matrix (ECM) by MMPs is 
essential for tumour invasion and angiogenesis . MMP inhibition 
has been shown to reduce the invasive potential of malignant cells and 
represents a therapeutic target. The ACE inhibitor Captopril, 
which has a known clinical safety profile, may exert ah inhibitoiry 
effect on MMPs and thus possibly inhibit tumour cell invasion 
and angiogenesis .Aim: To investigate the effect of Captopril on the 
expression/activation of MMPs and its ability to inhibit 
angiogenesis and tumour cell invasion through extra cellular 
matrix. Method: Zymography was used to determine the effect of Captopril on 
the activity of MMP-2 & -9. Effects on MMP gene expression were analysed 
using real time reverse transcriptase PCR. The functional effect of MMP 
inhibition by Captopril on HT1080 tumour cell invasion was 
determined by matrigel invasion assay. Effects on angiogenesis were 
determined using TCS cellworJcs AngioJcit containing human umbilical vein 
endothelial cells (HUVECs) . Results : Captopril inhibited the 
activity of secreted MMP-2 and -9 in a dose dependent fashion. 5mM 
. Captopril. inhiJbi ted the activity of MMP-9 by '41.3% (p<0 . O'Ol )")"' - - ^ 
and pro-MMP-2 by 72.8% (p=0.014, whilst active MMP-2 was completely 
inhibited. Zymographic analysis of media conditioned by cells 
treated with 5mM Captopril showed that the activity of MMP-9, pro- and 
active MMP-2 was inhibited by 34.0% (p=0.009), 47.2% (p=0.004) 
and 33.7% (p=0.025) respectively. Real time PCR did not show any 
reduction in MMP gene ■ expression with Captopril treatment. The 
inhibition of MMP activity by Captopril resulted in a functional 
reduction in the invasive capacity of HT1080 cells through matrigel. The 
number of invading cells was inhibited by 33.7% (p=0.000) with 
5mM Captopril. Captopril also inhibited in vitro HUVEC 
angiogenesis by 27.7% (p=0 . 00 6) . Conclusion : .Captopril directly 
inhibits the activity of secreted MMPs but also inhibits - ■ - 
MMP production at a post-'transcriptional level. Furthermore, Captopril 
inhibits the invasion of MMP producing cells through synthetic 
ECM. The drug also demonstrates the ability to inhibit 

angiogenesis. Further work is currently underway to explore the possible 
therapeutic effects of Captopril on tumours in vivo. . 
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2002:605314 BIOSIS 
PREV200200605314 

Depletion of interstitial macrophages reduces interstitial 
fibrosis in experimental hydronephrosis. 
Kipari, Tiina M. J. [Reprint author]; Cailhier, 
Jean-Francois H, [Repriut author]/ WatsM^ Simon J. 
W. [Reprint author]; Clay, Michael F. [/eplrint 
author]; Lang, Richard; Hughes, Jeremy [Reprint author] 
MRC Centre for Inflammation Research, University of 
Edinburgh, Edinburgh, UK 

Journal of the American Society of Nephrology, ( 
September, 2002) Vol. 13, No. Program and Abstracts 
Issue, pp. 541A. print. 

Meeting Info.: Meeting of the American Society of 
Nephrology. Philadelphia, PA, USA. October 30-November 04, 
2002. American Society of Nephrology. 
CODEN: JASNEU. ISSN: 1046-6673. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
Conference; (Meeting Poster) 

English 

Entered STN: 27 Nov 2002 
Last Updated on STN: 27 Nov 2002 
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2002:408933 BIOSIS 
PREV200200408933 

Glycine-extended gastrin can promote an increase in pro and 
active MMP-2 expression at the protein level in cells. 
Dean, Richard Asher [Reprint author]; Evans, Sean [Reprint 
author]; McWilliams, Dan [Reprint author]; Wai^tan^ Sue 
A. [Reprint author] 1 
Cancer Studies Unit, Nottingham, UK 

Proceedings of the American Association for Cancer Research 
Annual Meeting, {March, 2002) Vol. 43, pp. 535. 
print . 

Meeting Info.: 93rd Annual Meeting of the American 
Association for Cancer Research. San Francisco, California, 
USA. April 06-10, 2002. 
ISSN: 0197-016X. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 31 Jul 2002 

Last Updated on STN: 23 Sep 2002 
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Increase in gene and protein expression of gastrin, CCK2R, 
MMP-2 and TIMPl in Barrett's compared to paired normal 
samples . 

Harris, J. C. [Reprint author]; Dean, R. A. [Reprint 
author]; Clarice, P. A. [Reprint author]; Awan, A. [Reprint 
author]; JanlcowsJci, J.; Wa£^^, 5. A. [Reprint 
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CORPORATE SOURCE: Academic Unit of Cancer Studies, QMC, University Hospital, 

Nottingham, NG7 2UH, UK 
SOURCE: British Journal of Cancer, (June, 2002) Vol. 86, 

No. Supplement 1, pp. S48-S49. print. 

Meeting Info.: British Cancer Research Meeting 2002. 

Glasgow, UK. June 30-July 03, 2002. 
. •C0I5EN: BJCAAI. ISSN: OW'?-0920. ■ ' - - r.^ . ... 

DOCUMENT TYPE: Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 

Conference; (Meeting Poster) 
LANGUAGE: English 
ENTRY DATE: . Entered STN: 2 Oct 2002 

Last Updated on STN: 2 Oct 2002 
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Captopril inhibits the-.-matrix 
metalloproteinases: MMP~2 and MMP-9. 
Williams, R. N. [Reprint author]; Dean, 
author]; Parsons, S. L.; Rowlands, B. J. 
A. [Reprint author] 

Academic Unit of Cancer Studies, QMC, University Hospital, 
Nottingham, NG7 2UH, UK 

British Journal of Cancer, (J"uiie, 2002) Vol. 86, 
No. Supplement ■ 1 , pp. S17. print. 

Meeting Info.: British Cancer Research Meeting ' 2002 . 
Glasgow, UK. June 30-July 03, 2002. 
CODEN: BJCAAI. ISSN: 0007-0920. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 2 Oct 2002 

Last Updated on STN: 2 Oct 2002 
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PREV200100.235.183 ' . • ■ " ^ ' '. y • ' 

■ Co-culture of human squamous oesophageal and fibroblast 
cell lines in activation of proMMP-2 resulting in a down 
regulation of integrin alphaVbeta3 expression and MMP-2, 
MTl-MMP expression. 

Asher-Dean, R. [Reprint author]; Speake, W. J. [Reprint 
author ]; Collins, H. M. [Reprint author]; Jankowski, J.; 

s^A. [Reprint author] 
Cancer S;K!uaies Unit, Dept of Surgery, QMC, Nottingham, NG7 
2UH, UK"^ 

Gut, (March, 2001) Vol. 48, No. Supplement 1, pp. 
■A68-A69. print. _ 

.' Meeting.^Info. : "Annual Meeting of the^B'ri'tish Society of 
Gastroenterology. Glasgow, Scotland. March 18, 2001-March 
21, 2002. British Society of Gastroenterology. 
CODEN: GUTTAK. ISSN: 0017-5749. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 



Page 25 



Louisa 10569812 



ENTRY DATE: 



LI 8 ANSWER 27 OF 
STN 

ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 

CORPORATE SOURCE: 
SOURCE: 



DOCUMENT TYPE: 

LANGUAGE : 
ENTRY DATE: 



L18 ANSWER 28 OF 
STN 

ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 

CORPORATE SOURCE: 
SOURCE: 



DOCUMENT TYPE: 

LANGUAGE : 
ENTRY DATE: 



Entered STN: 16 May 2001 

Last Updated on STN: 18 Feb 2002 

44 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on 

2002:201148 BIOSIS 
PREV200200201148 

Enhanced expression of TIMP-1 by Crohn's disease intestinal 

myofibroblasts: Potential mechanism by which isoforms of 

TGF-beta may lead to stricture formation. 

McKaig, Brian C. [Reprint author]; McWilliams, Dan; 

Watsoit^Sue A, ; Mahida, Yashwant R. 

Div o/ Gastroenterology, Univ Hosp, Nottingham, UK 

Gastroenterology, {April, 2001) Vol. 120, No. 5 

Supplement 1, pp. A. 517. print. 

Meeting Info.: 102nd Annual Meeting of the T^erican 
Gastroenterological Association and Digestive Disease Week. 
Atlanta, Georgia, USA. May 20-23, 2001. American 
Gastroenterological Association; American Association for 
the Study of Liver Diseases; American Society for 
Gastrointestinal Endoscopy; Society for Surgery of the 
Alimentary Tract. 
CODEN: GASTAB. ISSN: 0016-5085. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 20 Mar 2002 

Last Updated on STN: 20 Mar 2002 
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2000:230052 BIOSIS 
PREV200000230052 

Expression of matrix metalloprotelnases (MMPs) 
and tissue inhibitors of 

metalloproteinases (TIMPs) by human intestinal 
myofibroblasts (IMFs) . 

Mckaig, B. [Reprint author]; Collins, H.; Hawkey, C. 
[Reprint author]; Watson^S,; Mahida, Y. [Reprint 
author] / 

Division of Gastroenterology, University Hospital, 
Nottingham, NG7 2UH, UK 

Gut, {April, 2000) Vol. 46, No. 11, pp. A38. 
print . 

Meeting Info.: 2000 Annual Meeting of the British Society 
of Gastroenterology. Birmingham, UK. March 21-23, 2000. 

British Society of Gastroenterology. 
CODEN: GUTTAK. ISSN: 0017-5749. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 7 Jun 2000 

Last Updated on STN: 5 Jan 2002 
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Expression of matrix metalloproteinases (MMPs) 
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mBtalloprotelnases (TIMPs) by human intestinal 
myofibroblasts . 

McKaig, Brian C. [Reprint author ] ; Collins, Hilary; Hawkey, 

Christopher J.; Watsoh(^ Sue; Mahida, Yashwant R. 

Div of Gastroenterology, Univ of Nottingham, Nottingham, UK 

Gastroenterology, {April, 2000) Vol. 118, No. 4 

Suppl. 2 Part 1/ pp. AGA A551. print. ^ • - 

Meeting Info. : 101st Annual Meeting of the American 

Gastroenterological Association and the Digestive Disease 

Week. San Diego, California, USA. May 21-24, 2000. American 

Gastroenterological Association. 

CODEN: GASTAB. ISSN: 0016-5085. 

Conference; (Meeting) . 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 21 Jun 2000 

Last Updated on STN: 5 Jan 2002 
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1998:286830 BIOSIS 
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A phase II study of the oral matrix 
metalloprotelnase Inhibitor, marimastat, 
in patients with inoperable gastric cancer. 
Tierney, G.; Parsons, S. L.; Griffin, N. R.; Watson, 
S, A.; Steele, R. J. C. 

Dep. Surg., Univ. Hosp., Nottingham, UK 
Gastroenterology, (April 15, 1998) Vol. 114, No. 
4 PART 2, pp. A688. print. 

Meeting Info.: Digestive Disease Week and the 99th Annual 
Meeting of the American Gastroenterological Association. 
New Orleans, Louisiana, USA. May 16-22, .1998. American • 
Gastroenterological Association. 
CODEN: GASTAB. ISSN: 0016-5085. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 8 Jul 1998 

Last .Updated on-.-ST.N:* 13 Aug* 1998 *' * . 

44 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on 

1997 :279462 BIOSIS 
PREV199799578665 

A phase i/ii study of oral matrix metalloprotelnase 
Inhibitor, marimastat, in patients with inoperable 
gastric cancer. . 

Parsons, S. L.; WatsohJs, A.; Griffin, N. R.; 
Tierney, G. M. ; SteeloV^R. J. C. 

Dep. Surgery Pathol, , Univ. Hosp., Nottingham, UK 
Gastroenterology., (1997) 701.^^^1.1^2, No. 4 SUPPL., 
pp. A636. 

Meeting Info.: Digestive Disease Week" and the 97th Annual 
Meeting of the American Gastroenterological Association. 
Washington, D.C., USA. May 11-14, 1997. 
CODEN: GASTAB. ISSN: 0016-5085. 
Conference; (Meeting) 
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1996:299159 BIOSIS 
PREV199699021515 

Phase I/II trial of a matrix metalloproteinase 
Inhibitor in patients with malignant ascites. 
Parsons, S. L.; Watson)irs. A.; Amar, S. S.; 
Steele, R. J. C. 

Dep. Surg., Univ. Hosp., Nottingham NG7 2UH, UK 
Gastroenterology, {1996) Vol. 110, No. 4 SUPPL., 
pp. A575. 

Meeting Info.: 96th Annual Meeting of the American 
Gastroenterological Association and the Digestive Disease 
Week. San Francisco, California, USA. May 19-22, 1996. 
CODEN: GASTAB. ISSN: 0016-5085. 
Conference; (Meeting) 

Conference; Abstract; (Meeting Abstract) 
English 

Entered STN: 2 Jul 1996 

Last Updated on STN: 2 Jul 1996 
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Inhibition of matrix metalloproteinase 2 
and 9 by the angiotensin converting enzyme inhibitor 
captopril . 

Williams R N; Dean R A; Parsons S L; 
Watst^^ A 
Univ .Nottingham 
Nottingham, U.K. 

Br. J. Surg. (90, No. 5, 617, 2003) 
CODEN: BJSUAM ISSN: 0007-1323 

Academic Unit of Cancer Studies, Department of Surgery, 
University of Nottingham, Nottingham, U.K. 
English 
Journal 
AB; LA; CT 
Literature 
DRUGU B P 

Matrix inetallpproteinase (MMP) gene expression in human 
fibrosarcoma cells in-vitro was not affected by captopril (0.25-5 mM) . 

The activity of secreted MMPs was reduced dose-dependently with the 
maximal effect seen at 5 mM. Pro-MMP-2 and MMP-9 activity were reduced by 
72.8% and 41.3%, respectively and active MMP-2 was abolished. Cellular 
production of MMPs was reduced by 5 mM captopril with Pro-MMP-2 and MMP-9 
reduced by 47.2% and 33.7% respectively with a 40.0% reduction in active 
MMP-2. HT-1080 tumors were implanted in nude mice to determine the effect 
of Captopril (200 mg/kq) on tumor growth. The in-vivo growth of HT1080 
was inhibited by 53.5%. Captopril inhibits MMP 

production and activation which translates into a therapeutic action on 
in vivo tumor growth, (conference abstract: 3rd Meeting of the Society of 
Academic and Research Surgery, Leeds, U.K., January, 2003). (No EX). 
(KL) 
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Novel inhibition of matrix 
metalloproteinases f angiogenesis, 
invasion by captopril. 
Williams R N; Parsons S; Rowlands B; 
USA 

; Digestive Dis. Week (1069.25, .2003) - - ... 

CODEN: ; 9999 
No Reprint Address. 
English 
Journal 
AB; LA; CT 
Literature 
DRUGU P 

In-vitro, captopril inhibited matrix metalloproteinases 
(MMP) , angiogenesis and tumor cell invasion through extracellular matrix, 
(conference abstract: Digestive Disease Week 2003, Orlando, Florida, USA, 
May 18-21, 2003) . 

Methods Zymography was used to determine effect of captopril on 

activity of MMP-2 and MMP-9. Effects on MMP gene expression were 

analyzed using real-time reverse transcriptase PCR. Functional effect of 

MMP Inhibition by captopril on HCT1080 cell invasion was 

determined by matrigel invasion assay. Effects on angiogenesis were 

determined using TCS cellworks Angiokit containing human umbilical vein 

endothelial cells (HUVEC) . Results Captopril Inhibited 

activity of secreted MMP-2 and MMP-9 in a dose-dependent manner. In 

particular, 5 mM captopril inhibited activity of MMP-9 by 41. '3% 

and pro-MMP-2 by 72.8%, while active MMP-2 was completely 

inhibited. Zymographic analysis of media conditioned by cells 

exposed to 5 mM captopril demonstrated that activity of MMP-9, pro-MMP-2 

and active MMP-2 was inhibited by 34.0%, 47.2% and 33.7%, 

respectively. Real-time PCR did not demonstrate any down-regulation of 

MMP gene expression with captopril. Inhibition of MMP activity 

by captopril caused a functional reduction in invasive capacity of HT1080 

cells through matrigel. Number of invading cells was decreased by 33.7% 

with 5 mM captopril. Captopril also inhibited HUVEC 

angiogenesis by 27.7%. (E42/JM) 
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Captopril inhxbits the matrix 
metalloproteinases: MMP-2 and MMP- 
Williams R N; Dean R A; Parsons S 
Watson S A 
Univ. Nottingham 
Nottingham, U.K. 
Br. J. Cancer (86, 
CODEN: BJCAAI 

Academic Unit of Cancer Studies, 
Nottingham, NG7 2UH, England. 
English 
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Literature 
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Suppl. 1, 
ISSN: 



S17, 2002) 
0007-0920 

University Hospital, 



AB The effect of captopril on the matrix metalloproteinases MMP-2 

and MMP-9 was investigated in HT1080 cells in-vitro. The results 
suggested that captopril inhibited MMP-2 and MMP-9, by binding 



Page 29 



Louisa 10569812 



to their active site. The inhibition of MMP activity produced 

by captopril in cell culture was greater than its inhibitory 

effect on cell proliferation. This suggests that captopril may 

inhibit other cellular pathways and that the reduction in MMP 

activity was not only a reflection of the reduction in cell population. 

(conference abstract: British Cancer Research Meeting, Glasgow, U.K., 

2002) . 

ABEX Gelatin zymography was used to investigated captopril inhibition 
of MMP-2 and MMP-9. Captopril inhibited both MMP-2 and -9 
dose-dependently when added to zymography developing buffer, MMP-9 was 
inhibited to 70.7%, 64.8% and 4 6.9% of control values by 500 uM, 
1 mM and 2.5 mM captopril, respectively. Active MMP-2 was 
inhibited to 23.4% and 9.3% by 250 uM and 500 uM captopril, 
respectively. The addition of 5 mM captopril to cell culture of HT1080 
produced inhibition of MMP-9 activity to 65% of control values 
and 75% of control values for active MMP-2 activity. Captopril at 5 mM 
ixihibited the proliferation of HT1080 cells. The population of 
cells treated with 5 mM captopril was only 84% of the untreated control 
population, (DAC) 
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TITLE: Therapeutic effect of the matrix metalloproteinase 
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AUTHOR: Tierney G M; Collins H M; Morris T M; Scholefield J H; 

Watson S A 

CORPORATE SOURCE: Univ. Nottingham 

LOCATION: Nottingham, U.K. 

SOURCE': Br. J. Surg. (85, No. 11, 1562, 1998) 

CODEN: BJSUAM ISSN: 0007-1323 

AVAIL. OF DOC. : Academic Unit of Cancer Studies, Division of Gastrointestinal 

Surgery, University of Nottingham, Nottingham, England. 
LANGUAGE: English 
DOCUMENT TYPE: Journal 
FIELD AVAIL.: AB; LA; CT 

FILE SEGMENT: Literature 
AN 1998-43928 DRUGU P B 

AB The effect of marimastat (MM) on the growth and MMP expression of human 
gastric xenografts, MKN45G and ST-16, was evaluated in mice ahd any 
observed effect was related to a change in MMP mRNA level. Results 
showed that MM caused ST-16 xenografts to become macroscopically 
undetectable, (conference abstract) . 

ABEX Methods MKN45G and ST-16 tissue was s.c. implanted into nude mice. 

MM (50 mg/kg) was administered daily, and animals were sacrificed at day 
28. Xenograft tissue was extracted, and mRNA was evaluated using PGR. 
Results ST-16 tumors were not detected macroscopically after MM 

treatment . reverse-transcriptase PGR demonstrated mRNAs for MMP-2, MMP-7 
and MMP-9, tissue inhibitors of MMPs (TIMPs) 1 and 2, and MT-MMP-1 in all 
control samples. MKN45G showed a significant reduction in mRNA for 
MT-MMP-1 after treatment. (KH) 
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TITLE: Therapeutic effect of the matrix metalloproteinase 
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model: relationship to CEA levels. 
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Bawden L J; Hawkins K 
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CODEN: BJCAAI ISSN: 0007-0920 

Academic Unit of Cancer Studies, Division of GI Surgery, 
University of Nottingham, Nottingham, England. 
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The effect of the broad spectrum MMP inhibitor marimastat was studied on 
the growth of a CEA-secreting human gastric xenograft, MGLVAl, allowing 
any relationship between therapeutic effect and serum CEA levels to be 
determined in mice. Marimastat was shown to significantly inhibit tumor 
size in both male and female mice when compared with the respective 
vehicle controls. 

For the therapy experiments MGLVAl tissues was implanted s.c. into both 
male and female nude mice. Dosing with marimastat (15 mg/ml in osmotic 
pump is equivalent to approximately 7.2 mg/kg/day) begam on day 1 and 
continued throughout the course of the experiment. Marimastat was shown 
to significantly inhibit tumor size in both male and female mice when 
compared with the respective vehicle controls. Marimastat also exerted a 
significant effect of survival with median survival increasing from 18 
days to 30 days. A further experiment was designed to asses the effect of 
marimastat in circulating CEA levels. Marimastat or vehicle was delivered 
as above, and the ability of marimastat to significantly inhibit tumor 
growth was confirmed. Throughout the course of the experiment 4 animals 
of each sex from both treated and control groups were sacrificed at 
regular intervals and serum samples were collected for CEA analysis. The 
log of CEA concentration was linearly related to log of the tumor weight, 
irrespective of whether the tumor derives from a marimastat or vehicle 
treated animal. (KJ) 
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proteolytic enzymes involved in turnover 

have been implicated in the process of tumor growth and metastasis, 
aim of this study was to confirm the safety of a 4 wk course of 
marimastat, to assess the tumors at endoscopy and examine biopsies 
histologically, to quantify tumor MMPs prior to and after treatment in 25 
patients with advanced gastric adenocarcinoma. The side-effects were 
musculoskeletal, appeared dose-related and resolved after a treatment 
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break. The study demonstrated good oral bioavailability of marimastat . 
Side-effects appear dose-related and reversible. These effects may be due 
to inhibition of collagenase in peri-articular tissues. A 
prospective, randomized, placebo-controlled study of this treatment is 
currently underway, (conference abstract) . 
ABEX The aim of this study was to confirm the safety of a 4 wk course of 
marimastat, to assess the tumors at endoscopy and examine biopsies 
t^istolocically and using zymography, to quantify tumor MMPs prior to and 
after treatment. 25 Patients with advanced gastric adenocarcinoma 
underwent pre-dose endoscopy and biopsy of the tumor. They received 
marimastat at a dose of 50 mg b.i.d. (1st 6 patients) or 25 mg once daily 
(all subsequent patients). Endoscopy was performed at day 28. Patients 
with a response to the treatment or static disease in the absence of 
side-effects were selected to continue. Biopsies were sent for histology 
and gelatin zymography. Both doses gave adequate plasma drug levels (mean 
trough level: 260 u/1 on 50 mg, b.d., 50 u/1 on 25 mg, o.d.). 15 Patients 
had continued use of the drug, 9 on the basis of response (defined as 
decreased tumor vascularity, evidence of stroma formation or decreased 
size) . The side-effects were musculoskeletal; arose after 28 days of 
treatment, appeared dose-related and resolved after a treatment break. 
There was no difference in the zymography profile after treatment. This 
study has demonstrated good oral bioavailability of marimastat. 
Side-effects appear dose-related and reversible. These effects may be due 
to inhibition of collagenase in peri-articular tissues. A 
prospective, randomized, placebo-controlled study of this treatment is 
currently underway. (LJ) 
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AB Matrix metalloproteinases (MMPs) play an important role in 

tumor invasion and metastasis. Marimastat (SC-44463) is the 1st p.o. 
active synthetic MMP inhibitor and was given to 14 patients 
with inoperable gastric cancer, in a phase I/phase II study. 
Musculoskeletal pain and restriction of movement were identified as the 
principle treatment-related side-effects and led to a reduction in dose. 
It is concluded that a dose of 25 mg/day appears to be well-tolerated in 
patients with inoperable gastric cancer. There are early indications that 
marimastat may slow the rate of progression of gastric cancer, 
(conference abstract) . 

ABEX MMPs play an important role in tumor invasion and metastasis. Marimastat 
is the 1st orally active synthetic MMP inhibitor and was given 
to 14 patients for 28 days. An endoscopic examination and biopsy was 
performed at entry and at 28 days of treatment. Safety and tolerability 
were assessed and biopsy samples analyzed histologically. Patients who 
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showed no evidence of progression endoscopically were eligible for 
continued treatment. 14 Patients completed the 28 day study period 
(median age 70.4 yr, range 45-85, 9 male), 7 Patients showed no evidence 
of progression at the 28 day endoscopic examination and continued to take 
marimastat. 2 Patients showed histological and macroscopic changes in 
tumor appearance with decreased tumor cellularity and ' increased stromal 
tissue for 15 and 4 mth, respectively. Macroscopic changes consistent 
with_ stromal formation were observed in the tumors* of '3 other • patr^nts . 
Musculoskeletal pain and restriction of movement were identified as the 
principle treatment-related side-effects and led to a reduction in dose. 
A dose of 25 mg/day appears to be well-tolerated in patients with 
inoperable gastric cancer. There are early indications that marimastat 
may slow the rate of progression of gastric cancer. (LJ) 
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(BB-2516; British-Biotech.) did not affect the enzyme profile 
of a gastric cancer biopsy obtained from patients who received the drug, 
a matrix metalloproteinases inhibitor, as part of a 

phase II trial. The 92 kDa and the 72 kDa gelatinases were expressed in 
the tumor biopsies both prior to and after treatment with marimastat. 
Their active forms (82 kDa and 62 kDa) were also identified on the gels. 
After treatment there was no significant change in the quantity of active 
or inactive enzyme. These results indicate that marimstat does not 
convert the malignant-associated gelatinase to the benign form of enzyme, 
(conference abstract) . .(No EX.) . 
(VH) . . 



LI 8 ANSWER 41 OF 44 DRUGU COPYRIGHT 2007 THE THOMSON CORP on STN 



ACCESSION NUMBER: 
TITLE: 

AUTHOR: 

CORPORATE SOURCE: 
LOCATION: 
SOURCE : 

AVAIL. OF DOC. : 

LANGUAGE : 
DOCUMENT TYPE: 
FIELD AVAIL. : 
FILE SEGMENT: 



1996-30339 DRUGU P 

Combined therapeutic effect of marimastat and cisplatin on 
the vivo growth of a human small cell lung cancer. 
WatsohLs A; Morris T M; Parsons S; Steele R J C; 
Drummqnid A; Brown P 

Univ. Nottingham; British-Biotechnol . 

Nottingham; Oxford, U.K. 

Br. J. Cancer . (73, Suppl. 26, 29, 1996) 

CODEN: BJCAAI' ^ ' - ISSN:. . 0.007-0920.. - ■ 

Cancer Studies Unit, Department of Surgery, University of 

Nottingham NG7 2UH, England. 

English 

Journal 

AB; LA; CT 

Literature 



Page 33 



Louisa 10569812 



AN 1996-30339 DRUGU P 

AB Combined antitumor effects of the matrix metalloproteinase 
(MMP) inhibitor, p.o. marimastat (SC-44463, MS), with i.v. 
cisplatin (CP) , were evaluated against human small cell lung tumor 
xenografts in nude mice. The observed increased therapeutic 
effectiveness with the combination may have been the result of the 2 
agents inhibiting tumor growth through independent mechanisms, 
(qonference abstract) . 

ABEX Overproduction of MMPs appears to play an important role in tumor 

metastasis due to an increased ability to both break down the basement 
membrane and promote neo-vascularization. Thus inhibitors of 
such enzymes may have a therapeutic role. The human small cell lung 
tumor line, 841, has been shown to express the 92 and 72kDa forms of 
gelatinase by zymography and be sensitive to the antiproliferative 
effects of cisplatin. Thus, it was decided to evaluate both the 
individual and combined effects of MS (50 mg/kg, b.i.d.) and CP (4 mg/kg) 
on the subcutaneous growth of 841 tumors in MFl nude mice. At day 20, 
the cross-sectional area of tumors in the vehicle control group (mean of 
265.0 sq.m) were significantly greater than in the MS-treated group 
(190.3 sq.m), the CP group (101.5 sq.m) and the combination (57.6 
sq.m). The combination was significantly smaller than the 2 treatments 
given individually. The time taken for tumors to reach a size greater 
than 300 sq.m was evaluated for each treatment group. Vehicle 
control-treated animals were terminated by day 31 compared to day 38 for 
MS alone, day 43 for CP and day 70 for animals treated with the 
combination. (E54/RSV) 
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AB In a phase I/II trial, 9 patients (pts) with malignant ascites underwent 
i.p. administration of a suspension of a synthetic matrix 
metalloproteinase inhibitor (Batimastat) after removal 
of an equal volume of ascites. Rapid systemic drug absorption was 
achieved with drug levels remaining elevated for 6 wk and were higher 
than in a corresponding study where the ascites was drained to dryness 
prior to drug administration. Side-effects consisted of abdominal pain, 
scrotal edema, pyrexia, nausea and vomiting. A treatment response was 
seen in most pts. Thus, i.p. Batimastat is well absorbed and the large 
Vd (ascites not drained) improved absorption. Our results suggest that 
this agent may be useful in controlling ascites though further studies 
are required to confirm this, (conference abstract). 

ABEX Methods 9 Pts with proven malignant ascites were recruited and 

underwent i.p. administration of a 500 ml suspension of Batimastat after 
removal of an equal volume of ascites. Response to treatment was 
assessed by weight, abdominal girth and drainage. Results Rapid 
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systemic drug absorption was achieved with drug levels remaining elevated 
for 6 wk and were higher than in a corresponding study where the ascites 
was drained to dryness prior to drug administration. Side-effects 
consisted of abdominal pain of mild-to-moderate intensity (6 pts) , 
pyrexia (2 pts), nausea (3 pts) and vomiting (2 pts) . Only abdominal 
pain (3 pts) and scrotal oedema continued beyond 72 hr. A treatment 
response was seen in 5/9 patients. (SA) 
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ABEX 



Intraperitoneal Batimastat successfully controlled ascites in 9 patients 
with malignant' ascites in a phase I/II trial. Side-effects included 
abdominal pain of mild to moderate intensity, pyrexia, nausea and 
vomiting. A treatment response was seen in 5/9 patients. 
Intraperitoneal Batimastat was well absorbed and the large volume of 
dissolution (ascites not drained) improved absorption. Batimastat may be 
useful in controlling ascites though further studies are required to 
confirm this. (conference abstract). 

Nine patients with malignant ascites underwent intraperitoneal 
administration of a 500 ml suspension of Batimastat after removal of an 
equal volume of ascites. ' Response to treatment was assessed by weight, 
abdominal girth and drainage. Rapid systemic drug absorption was 
achieved. Drug levels remained elevated for 6 weeks. Only abdominal 
pain and scrotal edema continued beyond 72 hr. (COS) 
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Matrix metalloproteinases are known to play a role in the 
progression of human colorectal cancer. In the present study, the 
metalloproteinase inhibitor, BB94, given by the i.p. 
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route, ixihibited experimental metastasis and ascites formation 
of a human colorectal tumor cell-line, C170HM2, in nude mice. Agents 
which inhibit the activity of invasive enzymes may reduce tumor 
spread and may therefore be of clinical value, (congress abstract) . 
ABEX C170HM2 has been selected to invade the liver following i.p. injection 

into nude mice. The C170HM2 tumors express both interstitial 
collagenase, at the leading edge of the tumor, and 72kDa gelatinase, 
during invasion within the liver. BB94 was* administered' at a dose cZ -30 
mg/kg, i.p., from day 10 to the end of the study (day 39) and was shown 
to significantly reduce both the number (35% of vehicle-treated controls) 
and the cross-sectional area (73% of control) of the liver tumors. 
Histological analysis showed that the zone of proliferative cells was 
reduced and necrosis within the tumors was more advanced in the 
BB94-treated group. An ascites variant of C170HM2 has been derived in 
SCID mice following i.p. administration of cells. BB94 given from day 0, 
at the same dosage schedule as described, reduced (i) the number of mice 
developing ascites from 100% to 53%; (ii) the mean ascites volume from 
1.78 ml to 0.38 ml; and (iii) peritoneal tumor weight from 2.19 g to 1.70 
g. All the in-vivo studies were performed according to the UK 
coordinating committee for Cancer Research Guidelines. (NPH) 
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